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(54) Title: ANTIBODY AGAINST ^-AMYLOID OR DERIVATIVB THEREOF AND USE THEREOF 
(57) Abstract 

Novel antibodies useful because of having the binding specificity for ^-amyloid or derivatives thereof with 
fl-amyloid acting as an immunogen, or monoclonal antibodies which recognize the N-tennirrus, C-terminus and central 
portion, respectively, of ^-amyloid. The combination of these antibodies provides an assay method whereby p- 
amyloid can be specifically determined with a high sensitivity. This method is useful for diagnosing diseases in 
which ^-amyloid or a derivative thereof participates, such as Alzheimer's disease, and the antibodies are useful for 
developing preventive or therapeutic agents for Alzheimer's disease. 
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0-7S n-f* K*fctt*©lt^(#:T*)5. 
5 cz>f KttTKttSaff (Amyloid Precursor Protein : UT, APPi 

(^-7^o^K (1-38) ) ia^J#-^ : 1 
As p-A 1 a-G 1 u-Ph e-Ar g-H i s-As p-Ser-G 1 y-Ty r- 
Glu-Vai-His-His-Gln-Lys-Leu-Val-Phe-Phe- 
Al a-G I u-As p-Va 1 -G 1 y-Se r -As n-Ly s-G 1 y-Al a- 
Ile-I le-Gl y-Le u-Me t -Va 1 -G 1 y-G 1 y 
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K (1-3 9) ] iB?iJ## : 2 
As p-A 1 a-G I u-Phe-Ar g-H i s-As p-S er-Gl y-Ty r- 
Gl u-Val-His-Hi s-Gl n-Lys-Leu-Va 1-Pbe-Phe- 
Ala-Glu-Asp-Val-Gly-Ser-Asn-Lys-Gly-Ala- 

1 1 e-1 1 e-G 1 y-Leu-Me t-Va 1 -Gly-G 1 y-Va I 
ip-T$v4 K (1-4 0) ] Efll##: 3 
As p-A 1 a-G 1 u-Ph e -A r g-H i s -As p-S e r-G 1 y-Ty r - 
Glu-Val-His-His-Gln-Lys-Leu-Val-Phe-Phe- 
A 1 a-G 1 u-As p-V a 1 -G 1 y-S e r -As n-L y s -G 1 y-A i a - 
1 1 e- 1 1 e-G 1 y-Leu-Me t-Va I -G I y-G 1 y-Va 1 -Va 1 
(fl-7?n/f K (1-4 1) ) 6E?iJ#-i§- : 4 
As p-A 1 a-G 1 u-P h e-Ar g-H i s -As p-S e r-G 1 y-Ty r - 
Gl u-Val-His-Hi s-GI n-Lys-Leu-Va 1-Pbe-Phe- 
Ala-Glu-Asp-Val-Gly-Ser-Asn-Lys-Gly-AIa- 
1 1 e-Il e-G I y-Leu-Me t-Va 1-G1 y-G I y-Va 1-Va 1- 
1 1 e 

(j8-75n>f K (1-42) ) E^J#-^- : 5 
As p-A 1 a-G 1 u-Phe-Ai g-Hi s -As p-S e r-G I y-Ty r- 
Gl u-Va !-Hi s-Hi s-G! n-Lys-Leu-Va 1-Phe-Phe- 
Ala-Glu-Asp-Val-Gly-Ser-Asn-Lys-Gly-Ala- 
1 1 e- 1 1 e-G 1 y-L e u-Me t-Va 1 -Gly-G 1 y-Va l-Va 1 - 
Ile-Ala 

(K^n/f K (1-43) ) SB^iJ#^- : 6 
As p-A 1 a-G 1 u-Ph e-Ar g-H i s -As p-Se r-G I y-Ty r- 
Glu-Va 1-His-His-Gi n-Lys-Leu-Va 1-Phe-Phe- 
Al a-G lu-Asp-Va 1-G1 y-Ser-Asn-Lys-Gl y-Al a- 
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1 1 e- 1 1 e-G 1 y-L e u-Me t -Va 1 -G 1 y-G 1 y-Va 1 -Va 1 - 
1 1 e-AI a-Thr 0 

»*ftv* (Nature, 359, 325-327, 1992). ^OP. Seubert 
OttltttfAttlOO »«****^ ttV ^* 

*K C^-T^n^ K (1-28) HSfSt5fc^^t 

39), ^-7^^K(2 9-4 0), 0 -T 5 a -f K ( 2 9 - 4 1 ) > 
p-f *vty( K (2 9-4 2) a>SV*tt/J-TSn>r K (2 9 -4 3) lc 

p-T5B^Ktll3W«-2:#mil'C*»4:«*.*^ ±IB(DP - Seub 
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p>f h*(l-W&&&BHb LT /3-T S p^T K(l-40) bRfolr 
MV^ZZkl*. MxELfeP. Seubert f>0«#^fe Lri>L 

ofc#-a>, ^©^Sr^VNT, 0»l;itfli&j$LfcP. Seubert £>0>&£Lfc 

fc&JBI-SClifcJ: U, /3-T^p^K (1-28) t^UKJC&i" 

Sr&B&LfcirV^&^teftv^ 0-T^p^K (2 5 - 3 5) te % 

aMMfS*lTV^S(B. A. Yankner et. al. Science, 250, 279-282, 19 
90) o VfrVK&b* /3-T^P-f K (2 5- 3 5) tett^StfifcfcftaK 

p-T K (1-28) fc2fcHfijei-3£fcfcbfc/8-r$ n>r KSriftjRg 
fc^o#SW;ctfeW L#5^W3t&*HI8 Lfc i: ftv\ 

fcttfl-TSn* K (1-4 2) #£fcit*U -#JHJMffctt0-T5 
p^ K (1-4 0) #£fcit*1-$ (T^o^KT^Wf-) 
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*4 IT"? 4 & V 9 * (Arch. Biochem. Biophys.) , 301, 41-53, 1993) 
. /3-TSn> K (1-4 2) , P-T$a4 K (2 6 -4 2) , 

K (26-43) , j3 -7?o^K (34-42) &£T<E>C 
M^fc^tf^f- Wii^T, 7k8£tt£> fi-TS. K (1-4 
0) &^<£>tt*f£#< £ i<C^*s****LTV^ 5 * MJ - 

(Biochemistry) , 32, 4693-4697, 1993) „ J: 5 0- 
T^n^K (1-40) i^-T^O'f K (1-42) t tf>£t^#5£© 

T, T/vy^-f ^-#i©^»r£*T5KkJ:, ?-7^o>f F (1-4 0) 
^/J-T^n^r K (1-4 2) t£$&JK#S'J£*-f 

SO £ ii^-f- 5 i t £ S #I £ i" 5 • 
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$£>fci¥L< tt, *»W*fettj9-T § o-f K (2 5 - 3 5) , 0-7 
5o^f K (35-43) , 0-7$ p>T K (1-40) 0-7$ n 

•Y K (1-16) Sr^aiRtbT, * J 9 n-^|fcfr*fc*fWKU 
Ctie>Srm^t>-fr5^i:(cj;»J, 0-7$o^K (1-28) ££H 

25-35) % (35-43) £J;tf0-7$ n^f f? (i 

-4 0) LT0-7$n^ K*fc«*-<D^3I#© Ctttffi&lB 

^a-r^l*** #J;tf*BA-2 7 a> BS-8 5 afcitf 
BC-0 5 a %m&V1t 0 Z:tlb<Do% s B S - 8 5 a «fc tfB A- 2 
7 a tt, *tfttfc|8-7$n>f KSrffi V^J^fefcg®£*fcTW:l>T 
tlfc 0-7$ o-f K{C*fbTffi«)T(£V^^ttU^$^V>(C^^^ 
b-f > 0-7$ n-f K<ON«8$U (0-7 $ n^f K (1-16) ) fc*j--f5 

BAN-0 5 2 afiiO!BAN-50a ti^fcfSritJ: !K 0 

$5Cii^^i/iofc 0 BC-05atBAN-50a^I 
^fritrfcl^K'f y*— ftftMfcifett, 0-7$ n-f K (1-4 0) 
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fgg&-f 5*/ * n— fllxtf B P - 9 0 a Srtil&Lfco 

#f£l^4>;*:# lote, P-T$vj K (1-40) kp-T$ 
D/f K (1-42) fctKiSaiJi^JJ&JI-f^CltjaSTJtS^^K^ y 

5r £-Cfc5„ 1"fcfc>*>* B A— 2 7 & t BAN — 
0 5 2 attliBAN-5 0 a *r*ft*£fctffcir J' 
«)5-r S n^f K (1 -4 0) £&Et|-?t5tf s 0-TS a^fK (1-4 2) 
&tfcfflLfcl\ £fcBC-05a£BAN-052a £fc«BAN-5 

oa t^m.^t>^ft^>h^ yf-Mmm^n p -r? o k (1-4 

2) £&We#"5#j3-T S K (1-4 0) tt|feffiLfeV\ 
BS-85 a 4: BAN- 0 5 2 a tfcllBAN- 50a i 
fcf-y yfJEiftttt^-r^o^ K (1-4 0) fc«fctf£-TSn 
>f K (1-4 2) Srtfettii-S- fc^T?* So lfe#ot, 

n>T K (1-40) ^-7?n^ K (1-4 2) i: &ii&$&K#B»J£ 

(2) 5t^^|a?iJ#^- : 8^$tb5T5:/SliB^JSr^ri-SS5^^'^ 

%SHU^v>r i:Sr#mi-T5^ (1) ^fB«0>£t#> 

(3) 35i##fE?iJ#-^ : 8T^$tL^T ^/^iB^J^^-r5SP^^^ 
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(4) #;##ga?y#-§- = 8^$^5t? /mmn^^T^u^zf^ 

^^K*»»i"5Ci:*#«ii-«» (1) 

(5) ft##*^n-t^t^fc«i (1) (4.) 

(6) g (5) ^IB«^y * a -^-/uttfcSr K— <?*ffl 

(7) E*J#^: 7t**Jl575 ^ »BW«r*i-«*^^ K» i 

»00&#^^KK#Sl$KKJ£t-5BAN-0 5 2 aT&^StlS 
(9) fl (7) * u-'f;i'&ift&B£.i~Z>^7V K— 

anus, 

do) & (8) mum<o*y ?u-~}-fr$ift%m£.i-z^'(7v k- 

(11) sa^j##: 7-C**ixSr5y|fcEW«r*i"*«5^^KS: 
M**1\ Efll**: 1 2T»*£jfc3T$y«BW*#-ra»#'<^ 

(12) — jvmtfrTfcSiJ (11) TCfcOfttt, 
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d3) m (12) m^M^y ? u—r/i>tfitii%m±-t'z^'(7y k— 
(i 4) m a) . % (7) , n (8) -ataum (i n 

(i 5) « (i) &&moft{*t, m (7) (8) mmmnvt 

(1 6) H (1 1) TOfcOftttfc* * (1) , * (7) £fcf*!& (8) 

(17) TA'^'f ^-*©MrfcJflv>e>*i3* (14) ^ (16) 5 

±ib (i) <D&&i-^mmt*s 

(18) /5 -T ^ n s( KtfEH## : 1 , E?U## : 2 > E#I#-^ : 3 „ 

(19) jj-r^o^ Koit**tf e*i#* : 5-c^$ti5r^s 

&?U<Df&2#B~4 2#I©T ^ /^ga^JSr^-t-5^^b% Efli# 

* : 5-?m&tiZT $ /SfeE?iJ0>S&3#B~4 2 # B ©7 ^ / B6K?iJ£ 

Lit^-ff- h\ E^J#-^ : 5-C^&*l5TS /&E?!ltf>S&4#B~4 

# : 6T?**tt*T $y«EW*»b*l*B-'l 6#B©TS/lfcE?iJ 
£fcteS&l#B~l 7#BOT5y*EW*^*nbfcT$y|IE5l«r* 

■rs^^K-CJbSJK (1) «E«©«iff, 
(2 0) jS-T^n^ K*fcr**0»*#©C**©»a^:^K«>C 
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5#B^OT^yi&IE^J£Wt-5&#^:^Kr&5S& (1) ^|B« 

(21) mftAmm&^r wmztizr^ /m&m&G-r zu^^y 

fh'&mWiLK^ZbZQF&btSM (1) , (1 8) fcv*L (2 0) 

(22) mmmm&% •. svmztizrz ;8t&m&#-t- z&ft^z? 
7\ f *mni-zz.k*wwLk+5m (i) , (i 8) fcwL (2 1) m 

(2 3) St^iSi2^J#^: 9-vm&tiz>T$ ytemmzGi-zuft^ 

^h*zm®Li'Z>zbz®mb-fzm <n , (i 8) £v>u (2 d ^ 

±IS (2) 0»*LV>1i«« % 

(2 4) SBJIJ##: 8-?mztizTs.;wtmnz&'f Kfc 

K*5.fctf (*fc{*) IB?IJ#^: 3 T 5 / Hgfi?iJ£;f 

(2 5) mm^: 5vmzinz>7$. ;nmn&#"tz p-t$uj k 
±12 (3) b^igHtm, 

(26) BB?iJ#-t: 8t?^$^5T^/HgB^JSr^rl-S|f|J^^^KSr 
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±E (4) <n&*. infinite, 

(2 8) r/i/y^>r^-*A#©iH^m«iw*«t'ij:^*ns /5-T5n 

KT?fc53S (2 7) JHB*©Si#i3 £tf 
(2 9) ga?iJ#-^ : lT?*Stl5T$/iEWtlft5/)-T5o^ h\ 
BB^J#-t : 2Ti$tl5T^/gfegB^JSr^r-f5/5-T^n-r K*5.fctfgE 

(2 8) ^IBifc^mffc'CfcSo 

±IS (5) 

(30) BA-2 7 aT?S*$H5l (24) (25) «1B^£> 

(3 1) B S — 8 5 8^**^5* (2 6) JlfBftO*-/ 

(3 2) BC-0 5 afl*^5i (2 7) (2 9) 3ifB«eo 

(3 3) ^-75n/f K*fctt*©»*fc©1^K^y**»*ft!MI 



WO 94/17197 



* • 
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^*fctc«fc.5 5£fiK:fflv^;h,5J& (1) #v>L (5) *5«fctfJ& (18) * 
(3 2) TO*©St###* UV\ 
±15 (6) <0#*LHB«W:* 

(3 4) 0 (3 0) ^IB^/^D-^^SrS^-fS/W^y P— 

(3 5) ^ (3 1) ^A'tS#**fef*^^y K 

(3 6) m (3 2) SEtO* / ^ n - t/ufit^Sr S4t 5 ^ J K 

±IB (7) fccttf (8) ®#*l^tB«i:l,TH\ 
,(3 7) ^-7 5B^Kj«i»l#*: 1, 2, B2?1J#^ ■: 3, 

SE?IJ##: 4, IH^J#-§- : 5 *fcf*IE?iJ#-!§- : 6 T 5 y SHE 

^iJSr^-f5^^K-e*>5^ (7) *fcf* (8) ^«0*/^n-^- 

os) /5-r ^p-r \?omm## mm^-- 5~?mtstiz>T$;wi 

BB?iJO||2#B~42#@tf)TS/ KIB^JSrWtS^^ h\ ffi^J# 
# : 5T^£*L5r 5 /gfegH?iJ0^3#B~4 2#g(DT* y8&8B?!l£ 

~4 2&n<DT^;mLm*^-tz>'<zr?-Yxhz>% (7) sfctt (8) 

(3 9) /3-T 5 n-f K*fctt*©«iH#Of-^K>r yT-tfeMtftftll 
JfcifcfcJ:5£*fcfflV^jh,$8 (7) , (8) , (3 7) (3 8) 

±12 (11) ©#*LHHR«fc UTtt, 

(4 0) P-T$ u-T K*EW#* : 1 , SB?iJ#^ : 2, gB^J#-^ : 3> 
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^JSr^ri-5-<^K-C$>50 (11) «fS«0^, 
(4 1) 0-T5P>f KOfMMM* E*]##: 5"e£*ii3TSy'ife 

g5?ij©^2#s~42#ior^y *E5USr^ri*5^^ E*fl# 
#: 5t?***l<5t$7«e*i<&J&3#b~4 2#@<z>rs /hbb?!J& 

Lfc^T^K, EBI#*: 5T*Sft3T5y»Efll0>!M#B~4 

-rs^^K^fcs^ (11) ^fBifctf)£t#, 

(4 2) 0-T 5 n>T KtfclitOllifr^EWtt : 1 ~E?>J#-^ = 

^^kt?*>«* (ID ««©«:#v 

(4 3) P-T $ n>f KtfctttOlW^EW** : 3-C*3*lST 
5/iEJII4»bIltl~l 6#S«)T^y HE*l*fcttJ*l#H~l 

m(ii) «iam^0t^, 

(4 4) £i#tfSK?iJ#^ : 1 lt*SJl*T5/iBWtttS^f 
H*WM-*£itr*«i:1-** (11). (4 0) £v^L (4 3) IB 
moiMtld XT* 

(4 5) K*fctt*©«U»#«>1^^ K^T 

jfej5feK:J:«j£*K:«v^n*» (11) s (4 0) fcv^L (44) m 

±12(12) (Dm&L^I&mt 
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(4 6) BP-9 0a-?I/1t^5i (12) / ? n — 

±15 (13) tf>#£l^J£tai£ Lttt, 

(4 7) 0 (4 6) 5fSi^y^n-t/^«:I4t5W/!) K 
±15 (14) (Dft&L^temtVXte. 

(48) I (1) , I (7) , I (8) (11) «I5«O0i^ 

V 

±15 (15) ©#*LV*ttflli: tt(4, 

(4 9) &ft±\z*mtvizp-T $ Ytnz\**<Dffimmztt-rz 

SrttfciU S#±K*i§teLfc/3-TSn^ K*fctt*r©WHM*K:*fr 
1fc#;<0-*&$& (1) TO*<0ftfln?fc!K tt^iWf: 7£fct* 

(so) ga?g#-t: 7 *fctei2?y#-§- : i o ^$1157 ^ ;wtmm* 

G-TZUft'ty? KfcWBI" 5£t##BAN-0 5 2 a*fcteBAN- 
5 0 a T^SitS^/ ^/^T?ifo5I (4 9) 

(5 1) fift±fc*i£fl:Lfcj3-T$ n>f Kfc#-f £Si#fc<l:tfgiaMb 
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£tltcP-T$ n-f KHWt5^-^ s BA-2 7 a, BS-85 
a*fcH:BC-05 a VMrnZtlZ*/ 9 o --fvUMM* U , 
BAN-0 5 2 a*fc«:BAN-50 a "C^^^tl^^/ * n-^/^ 

#-efc-5f& (4 9) mmm<Dm&&, 

(5 2) a#±fc*&teLfc/3-TSo>1 > Kfc#1-*ft#*> N «fctmS8fc 
£ftfc£-TS nxf Kfc**"* 5^©-^ s BA-2 7 a^$il5 
^■/^n— ^/V^-CfcU, i^iSBAN-0 5 2 a*fcf2BAN-5 
0 aT^^ttS^/^P-^^^fctJ, n^f KSfctt^ 

oft#^^ga^j#-^ : it«§^5r s./wtmm&ti't h\ e 

*Sn*T-5/»EWSr*i-<5^^Ki3J:tJ« (*fctt) E*U## : 5 
-e^^tlST^yHE^^W-rS^^K^fcS^ (4 9) 3SfB«tf>5£ 

(5 3) *&#±K*^bLfcj3-r F\z*i'tztii#&&xfimm{k 

&tl1tp-T 5 n-f KtC*f1-S^i^^-^r*5B S-8 5 aT?^$tv5 
9 n— -*-/Mfi#*C*> U , I^^BAN- 0 5 2 a tfcttBAN- 5 
0 a-C^$ttS*/^o-^^-C*>U, ^-T^nxC K*fctt* 
OftBtttfEMH* : l-C***t5T§/IIEW«r*i-*^^K, E 
?IJ#^: 2VmiStlZ>7 ^ /HEWSr^r-rS^^K, E?IJ#^ : 3 T? 

(5 4) fifl:±fc*»flsLfc/3-T3P>f Kfc#^5t(i:^i3 J: TfmMk 
&tl1tp-T 5 n^f KlCtt-fSffift^-^B C- 0 5 a T^^tlS 
p-^/l/^frTfc »K 0 5 2 a£fcteBAN-5 

0 a^^^tlS^/^n-^^^"e*>y , K*fctt* 
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5f£ (4 9) 3®l3«0^fl:^"CfeSo 
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(5 5) fi^±lC^{bUfc/3-T^n^ K*fctt*0»Wfcfc*tt-$ 

ftftn-XtfM (11) TO*©ftfl:T?S>iJ, te^SS (1) ^IE«© 
tfi#*fcttffi?!)## : 7 =t L < ttgB^J#-^ : 1 0 -C3t£;fc,5 T / &IB 

(5 6) IB^J#^: 7*fcf*E?iJ## : 1 0 T^S *X5T 5 /SIIB^JSr 
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5 0 a^*^l*l$*y*n-- ffrftfc-V&Zm (5 5) >®iE«tf>£S 

(5 7) £#±Kl**fl:Lfc/3-T$P>f Kte#1-Stt#fcJ:tfMMfc: 

^•y * a-^/HWtt-CfcU % ffe##BA-2 7a, BS-8 5 a, BC 
-0 5 a, BAN— 0 5 2 a*fc«BAN-5 0 a "CSI^Sn** / ? 
T*—rjl>&,ftVhZm (5 5) 3®IB«©5£*8U 
(5 8) *B#±fc**teLfc/9-T$n>r Kfc#1-3ttfrfc,fctWMMt 
&tlft P -T 5 n^f K{i*f"f50L^O-^^B P-9 0 aT?&*£*l5 
^/^n-^/H&tflc-CktK f&##BAN-0 5 2 alfcttBAN-5 
0 a T^StlS^/ * n-^/Vtrt^-CfcU , n «< KSfcte^ 
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Kt**>*» (5 5) 3SIE«o)tl:i5fefc N «J:^ 

(5 9) &ft±fc*mtvitp-T$v"( wcMTzmftftZTfimmt 

£tltcP-T$ nxf K(:tt5W-^BP-9 0 atM/T^5 
^E-y ? v—r/Utfifc-VhV s WBA-2 7 a> BS-85a 
BC-0 5 a -C^^^tlS^y * D-t^tfc'J, K 
*fctttO»i^E»tt: l~i2J!l#-t: 6 T£ T S J 

r^ygfegB^J^^pufer^y^iB?iJS:W't5'<^^K-efc50 (5 5) 

— ^J&HJI&tf)?^ BAN-0 5 2, BA-2 7 fc«fc t*B S - 8 5 
4^1 2£ 2 2 0a>k#fflSfcAHSMff$5Ff ( I FO) \Z S ^LT¥fiK5 

¥U7B a> bmmm*%iL*&mi%±4t!X¥&ffiwftm (nibh) 

^^!) K-^«Blia IFO FERM-BP(NIBH) 
BAN- 0 52 50386 4138 
B A- 27 50387 4139 

BS-85 50388 4140 

#J&We#&*lfc'»f :7JJ K— ^fcUll&OS BAN- 5 Of* 
¥/£5¥l£ 8 Pa>b#HfeA3&KW%0r (I FO) fc, ttT^5 
¥U27 0^biilffijg||^XmS^^X^M^0f (N I BH) 
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«fctfBP-9 Ott¥/*5¥l 1^ 2 B^ba«a*»X«tt«R4#X 

w«W3it9f (nibh) fc#T©£ie#*'e*iesai , cv*s. 

K— THUS FERM-BP(NIBH) 
BC-05 4457 
BP-90 4458 

1214, SkT<D^Z?<?- Y<DT % ;&8M*$t't 0 
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K©N««©7 5 /m^ s; etV^ni &V>L1 7 Lfc&tfK 

§nsT^ /msE^j^>^2#@~4 2#@^>r ^ / mia^JSrW-r^^^ 

SH^J#-^: 5^£ft5TS/SftB2?lJtf>S&3#i~4 2#B<Z> 
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(i) IB^iJ#-^: 8*J«t^SH?lJS-^ : 9 t?^ £;ft,5 T ^ / SHa^fc^-f 
SgB^T^K (1"fc:b*>, j3-T^n-r K (2 5-3 5) £<fctf 0-T 
Sn^R (35-43) ) £f&f8L&V^#, 

(ii) IE?iJ#-J§-: 8t?^$tl5T^/mi2^JSr#1- S^P^^K (-f 
fcfr-f^ /3-T 5 p-Y K (2 5-3 5)) &&SH-5£i#: x «fcU#£L 

fc>*>, jJ-T5oW K (2 5 -3 5) ) HUM'S tf, &mm^ : 9 

K (3 5-4 3) ) SriSSBLfcl^fr, 

(iii) ffi?iJ#-^: 9"C^$nST^/lfeffi^J«rWi-5lf|5^^K ( 

P-T$b<4 K (3 5-4 3) ) $r»8M- S&tt, <fc»J#£ 

u<ttiB?u#^: 8t^$^r s ywtmm^i-^^^f- k (i- 

ftfc^ 0-TSn>f K (2 5-3 5) ) «r»*L*V^ E?lJ#H§- : 

9T^£;h,5Ts/&ga#i£^5&#^:/^K (l-&:b*>, 

P'f K (3 5-4 3) ) «r»*t"Sftfcfc£##*LV\, 

±ia (i) <DW,fc<Dtp ga?ij##: 1 t^^tisr^ /&be?u& 
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3-cm&tlZ>T $ SWtmm&^-tZ P -T K (l-4 0) 
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***LST§/KE5Ufc*i" ; 5^-T$'B>f-K (1-42) fcWM"* 

±12 (ii) ©ftttO + Tffc, SB^J##: lT^£;ft5TS/m 
EWHtS/l-T^a'f K (1-3 8) , E*J## : 2Tg$*i5T 
$/fcKai«r 3 fr1-*0-T$n>f K (1-3 9) , E8I#* : 3"C^£ 
n5T5/»Ba?!l«:^rt* B>f K (1-4 0) 
SB?IJ##: 5t?^$tt5T5yilBS^JIcr^ri-5/5-r$nxf K (1-4 
2) ^^KUtS^iW* LV\, 
$ bid, ±|B (iii) ©fft^Ot-C*^ TW^Jv—mAGGB*: 

T $ /MB9Q**1~*0 -T? o^T K (1-4 2) ) SrWfc»»i"SSt- 

j5-7?o/f K (1-4 2) «lt5#, EW#* : l"l?gSix5r 

^yKS5iJ^tt5j3-r5D^ k (i-3 8) , ebi#* 2-e^s 

HSr^/ifeE^JSrWi-S/S-T^o^ K (1-3 9) i3J:t«Eai#* 
3^***b*T5/»EW«r*i-6^-r 5 n^T K (1-40) *MI 

±IB (i) <0#t#tf>tt^0!l Ltft, BA-2 7 a-eSMSSit**/ 
^n— ?vWftfls:#fc»K ±IB (ii) £ LTtt* BS-8 

5 a-OS^SftS^** — TvHftfttfSfcU, ±IB (iii) OftfrOtt 
^flliLTf*, BC-05a, BC-15a, BC-65a, BC-7 
5 a, BC-55a Ofcfc, B C - 0 5 a #0* L V>) 
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^J#^: 7T££ft57S/|&E^J£;rtS&#^:/^K (/3 — T ^ n 
K (1-2 8) ) £J:tf <*fcfi) m&m%- : 10"C^$tl5T^y 
SliB^JSr^rl-SSR^^^ K (0-7$n>f K (1-16) ) fclMM" 
S^/^P-^ffittrtS/gV^ftx I»liBAN-5 0a, BAN 
-0 5 2 a, BAN-lla, B AN— 3 0 a > BAN — 2 0 a x BA 
N-4 0 a Vm^&tlZ*; * n-^/HKftfc^tfJ&s^ #{^BAN 
-0 5 2 a 4fcttBAN-5 0 a * e»— ^/V-MftiW 

ft#©fti>T?t», IB^!J## : 1 ~B23aj#-i§- : 6 "Cf£ $ ft <5 T 5 / HBE^J 
1#B-1 6#S<DTS/MJ?!l$fctt:01#B~i 7#gtf>7 

#g~~i 6#@©r ^ smmw (mnm^ : 1 1 ©7^ $.tz 
ttf i#e-i7#g©7^ mmm&x.im Litres mmm (gB?y# 

LV\ ^ttftHCft, BP-Ola, BP-02a, BP-03 &$.1tiZ 
BP - 9 0 a ■VMTF&tiZ*; 9 n — ^fctftfc if #/BV^ fcftS, £ft 
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-4 3) fciftrTS /^^^y—^^^^^^v^^^^y-^^if© 31 

o/f K (1-4 3) tr«*©3:XK^^-i?fcJ:yiin*^*UT# 
t^-750^ K (1-4 2) «rfls»Lfct§£\ 0 -T 5 n>f 
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K (1-41) *5<fctf (&1tn) (1-43) asfc^l, 

KftlI£^-©#££#-f Sfctf>-*\ n^f K (1-4 3) 

Knars. ;wtmm\zft^x3m&>±s mtv<tt6m^±<Dr s sn. 

K^JEfttf^Sfci: LTf±, fclaitfB. Merrifield [S?*— 7VP * 
-7 T*V%> ^Stf/V yt^fxf'f (J. Am. Chem. Soc.) ,85. 
2149(1963)] , M. Bodansakyfc J: tfM. A. Ondetti i-^'ff' K S^i? 
— (Peptide Synthesis) , Interscience Publishers, New York, 
1966^] „ Schroder*5«fcmubke Clf K (The Peptide) , Acad 

emic Press, New York, 1965^] . ^M^fifc C^^^ F^OSte £ 

?^s<?$t<Ofci£n, 205, 1977¥] V^bftSo 0J;ttf, @*B& 

)£) <D®tlfr<Dffim*m^s /3 -T5 n-f KfeSV>tt/3-T ^ n>f KM 
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u y^y©f-r^;s«:ci-zs-e§iu ^n^<z>7k&£te 

*l8WOMIlBtlC^5V^t, y^SrB&^^^-rS^'a', IUPAC- 
IUB Commision on Biochemical Nomenclature fd«t SB&^-fcSV^fi^^ 
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tf2~l OHJS&fTfcft-So mjfiLid^i LTIi, fll&fflJvK ^f-^x 
HM©2-5 0*U:||i«*fcW:y ^««r*»L, 
;^^^fyo^ C^M^ir- (Nature) , 256, 495 (197 

5) 3 (t^v>njfe-ctSo JSteteii&l* urn, ^yxfi/^y 3 - 

A< (PEG) V 4 >\>xti:Z1>m\f btlZiK ^KttPE 

Gfc^#fl?V^n3« #IIM*fflJ&£LTtt:fc£*.tfNS-:U P3U1, 
SP2/0, AP- 1 %}£&h\f btlZ&s P 3U 1 L</8 

* Ll^Jt^tt, i§#l : 1~20 : lg^fe<J, PEG (0£ L < « 
PEG1000-PEG6 0 0 0) iU0~80 £ 
il, 51*2 0~4 OTC, 0*L< «3 0~3 7t:-eii^l~l O^K-f 

ftp — t ^ Ktt#l4^7"P k-v<z>;** y --y^icttS* 
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^;/f!Jy, ^5$^) Sr^iDUT, 1 0 ~ 2 0 %^^skm^t^ 
IMfeitt&fflttJt!! (W. RPMI 1 6 4 0) -efffrftSo ^:/y 

jsfe, r/wa-^ftjRife. ^m^tfcKife, -r^x&tt <<Wk 

deae) rA>zmm* tiim%i&®nhz> 
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BAN - 0 5 2 a -CI/T$H5* / ^ BAN- 50 

LfcfcBMfc 0-7 5 K£fctt*©«t£ft:©fRJ££ill£ 
£ i: £#&£-T5fcm$*<D 0-7 S n-r K*fcf«tfm$#tf>£ 

(2) »#JLfc:^gfl:L;fc0-7S n>f K*fcf**<D«f&fl:fc*H-5#; 

d-28) ) (*fcfi) rnnrn^- • 1 oti^sr^ y^SE 

Wfrtfl-SflM^r^K ("f-ftto^, 0 — T § n K (1-16) ) & 
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^fci-sttfM^ttEH**: 7fcb<tteai»*: 10^$il5 

^Kfc^H«IlcK*f *ri*r»«fc't , *l*^* | BA-2 7 a, BS 
-8 5 a*fcti:BC-0 5 atI*Sil5*/^n-t;Vfii#T?fc»), 

j}-75o/f K (1-2 8) ) £<fctf (*fc«0 E?U## = 1 Oti$ 
(1-16) ) Sr^Sli- SSi^^BAN-O 5 2 a SfcfSB AN- 5 0 

^BP- 9 0a r^^^tvS^/ * "*vHft#"C*>5, 

±ia©5t*& (2) <7>^-e^. kmc 

n>T K*fcte^<^##K#1"5ft#tf>-;fra s BA- 2 7 a T? 
n*&*<Z>*S — T-yV^tflc-CfcU, ftfe^^ B AN-0 5 2 a 
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BAN - 5 0 a tlZ* / ? n — 7Vl^t#-?3i> U „ /5-T $ n>f 

KtfEfll** : 1 " EW* : 2 , E£l#* : 3 $ fcl*£*|*«- : 4 "C 

/3-T S K*fctt*©»^|CiH- B S -85a? 

*vHfi#"T?a>»J, 5 2 a 

B AN— 5 0 & -Vm7F£tlZ*y 1- V* P-T * 

K^EW#* : 1 , E3I** : 2 „ E?U#^ : 3 £ fcl*E?iJ#-J§- : 5 T? 

^BC-05 a -T^^^tlS^y — ^£t#Tfc »J , I^SBAN 
-0 5 2 a £fc«BAN-5 0 a "Cgl^SftS*/ * n— -TvlxfcfcffcTfc 
U x K#Eai#* : 5T^$tv^T5/ilE^JSr^rl-S^ 

_hfB0)?£fti5fc (3) 

P-T$nj KtcM-TSm^O-^^B P-9 0 a -CtI^£;ft,5^V * 
n-^vMfcfcTfc'J, flfe##BAN-0 5 2 alfcttBAN-5 0 a t 

#^E50#*: lT?**n5T5/»E?«IS:*i-S^^>\ E*l#-J§- : 
ftXTfi E?lJ#-^: 6t?^$tL5T$7^E^J^^Tl-5 
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u—rjlstfLfc-VhV , i^BA-2 7a, B S - 8 5 a * fctt B C - 
0 5 a^^&ftS^/^n-^/HKtt-efc'J, K£fcfi 
^OSI#^^iH^J## : 1~E*I##: 6 fi^H5 7 5 / HE5U*»fe 

6#eo7^yiiE^J*^tt0i#§'-i 7#ior^ 

So 

£JlTUi**W«)/5 -7$ n>T K* (»T* 0-75o 
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*»W©fitfl:tt/» -7 5 n-Y KSriSSTrS :t^t§50t, 0-7 
F (a b') 2, F a b'fc^ttF a b Pi#ft J: V\ 
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?timtft>*iz>o £ fete ^*>sv>tt/j-T5 o>f Yb&mmt<DM 

#J 1 ffi l ^ bit Sifted* /3 — T S o^f Ktf>N«!ltf> 
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UTttx j8-T5B>f K (1-40) fcfcgJKfcLTfMLfc^y^n 
-^/Hfttttf) 5 ^ p-T$ m K (1 -2 8) ££H£j£Lfcv^# 

&j£1-<5j3-#7* t?aWMfc0-T$P>f K (1-4 0) 

^*itefe<08l*&«*fcfete8v^ jS-T^o^K (1-2 8) fc. 
£a6Rj£Lftj&vofc#, /S-T^P'f K (1-4 0) £££Lfc (B/ 
Bo =0. 5«r#^-5^««,: 200~250nM, 40-5 0ng 
/well) . $£>K, f&xSi" 5/3— T^o>T K (1-16) %1fe3BtM>k. L 

—'TJl'tiifcO 5 tlUB AN- 5 0a *fcttBAN- 0 5 2 a 

»J*«*fc«j£T!#$££#Wfc3»*fcofc (&ttU$£s 0. 2pg/w 
ell) o 1-^fc>*, % *%S©fy K^^&Sf^&&$£fcK:jILfcj3 

/Hfcflc<Z> immt LT> j3 -75 P>f K (1-4 0) fcSJSU 0 — T 
?o/f K (1-28) i^^J^b'feVN*/ ^n-^^fit^AS^jgtJlffi 
-?-tl h (D&Lfcit&'f 1^)5-750^ K (1-40) fc*t 
LT^&?n&T?fc5&g&fcVN e roi5*ta^tUT, BA 
-2 7 afcifasfr^l-fflV^ftSo 
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« % /5 -T 5 K (2 5- 3 5) £&gJI LTffcK Lfc*t#rt*#3l 

*5S£fll:fcl,fco £ii 0 * h S^^— tf« 
•ft^-7 5n^K (1-4 0) &JflV*$«^fc©|**fcftj|||£jfctefc 
V>T, j5-T5o^fK (2 5-3 5) ££J&L (B/B 0 =0. 5 
^5^^^ : 20nM, In g/well) , jS-TSn^ K (1-40) 
b bfcJ&Vtz (B/B„ =0.5 £#x.5ia;jjiU8l& : 8 0 0 nM> 1 6 
Ong/well) o ££>K, ±x£UfcBAN-5 0aJfcttBAN-0 5 
2 a £&^fcHirfc1^^^&fc^fc#3\ ^SWc^ — T 5: 
n-T K«rJ:yilB««K:a3eT»#*ii*W5)*^ftofc (tfeffi&£, 3 
pg/well) „ -ffc:b*>x ^IS^Of-VK^y^&^^afJBy^fz:^ 

/ v ^-'f'/l'tfC&b L"t\ /S-T^nxTK (2 5- 3 5) fc*H-<5^V 

5o^K (1-40) \z-mm*i&-?3bZ>&mtttj:\<\ 
Lt, BS-8 5 aas#$ltefc:fflv^;ft,.5„ 

ftfc, BS-8 5ai:BAN-50a ifc.5l>«B AN- 0 52 ai«: 
m.^t>^1t^> K>f y^Sfc, &51MSBA- 2 7 a i: B AN— 5 0a 
fc5^liBAN-0 5 2 a f&m.*&t>^1ty-V K-f y ^j5fe{Cfc N V>T, 
(1-28) t O^iSiStliKft f>*lft3»ofc, 

Ttt, /S-T^o-f K (3 5-4 3) Srfc&JDsCfc ft&L1t$ift&& 
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2 6 7^, 17082-1708 6^-^, 1 9 8 8¥) UT 

(1-4 0) bteKJfc&%7F£tefrifco ZtlbOtfLfoZB AN- 5 0 

^n^K (1-4 0) ^cov^•r«^<tlmb*V^Ci^K^i:^oyto 
tt, 0 -7* S n-f K (1-4 2) 

*n>f K (3-42) *\ |3-7 5n^ K (2-42) , p-T$uj 
K (4-4 2) fcttCfci^5N$8B#Jl&:fc«£Lfc#^«£^fr::£ 

r^o-rK (i-i6) %fi&mb LxftMvizmmmmzm^fi 

iLfc, ZLttktfJfctfrOjS -T^ n-T K (1 -4 0) 

emmtP-T j \? (i-i6) zm^z 

m&mK£Vm^1tbZ.Z>. 48IoW/}-7?n^K (1-40) 
K^ftK^ttSr^b-CV^ (B/Bo =0. 5 2 
5~7 0 nM, 5~ 1 5 n g/well) „ $ fctC, ^ ft b tf>$fc#£i>- ^ K 
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3mm (BAN— 1 1 a , BAN- 2 0 a % BAN -30a) (Dfoteb 

(1-16) */*n-*A4fc#fc»*tv<<*fcfc 1 6il€M 
ffeKLfc, ^-t*^-f«»fti3-7>;a>f K (1-16) 

-75^K (1-4 0) \Z&.&%Rfcm&mLT^1t.ti** ZOtefrV 
t#CBAN-5 0 a#®fcTs$g<£iJ-V K-f y ^-*Bl5£8c<Sr-£;l3 

jgbfc/3-TSn>r K©N*i©»^^ KftBitSftfri IT, 
(1-16) fc#i-50tfl:Sr»:a«Ht«i-*^, #ICB 
AN — 5 0 a fc.fctfBAN-0 5 2 a i>WMlZ%^ btlZ. 

gB?lJ#-i§- : 1 2X-m$tlZ> p-T$vJ K (18-2 8) L 

4t5^^!l K-^«r9«*^|ltfc. BP-0 1, BP 

-02, BP-03, BP-90©4oO/W^!) K—vd» 
5^y^a-f/^BP-0 1 a> BP-0 2a, BP-03a, B 
P - 9 0 a &&MXh U , B P - 0 3 a £ £tf B P - 9 0 a ttSB^J^ : 
1 1 T-^£;ft,5 0 -T3: n>f K (17-28) £ £ b #T?# 

So wftfc^/ * *—rAs$iW<?>t£frX'%>, mZ-B P-9 0 a^0@T 

#Rtfx H-a-fe, -fA/^ M) y *tfe, h V -ftiftcfcfflv^ 
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0 



fc***JK (B) i^il (B/F^«t) , BfiJtfFVvfft*©* 
TU»tt«:#fciBV^, B/F^li**!)***'^*' 3 -*'* IMS** 

tt, IftflL j»*£«r#JS"*5- « [fliRtf, Ate X* *y 

^a;t^] (Mitt* BBlH4 9^*ff) , Atr M r^y 

&3Q£&J (I&2JR) (S*tR, BBfn5 7¥»fr) , ^JH^f&b^ 
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rip*ftgg»j£«fcj (m3m) m^wfcs ngfp6 2^m , rMeth 

ods in ENZYMOLOGYJ Vol. 70 (Immunochemical Techniques (Part A)) , 
IrHF Vol. 73 (Immunochemical Techn iques (Part B) ) , IrHF Vol. 74 
(Immunochemical Techniques (Par t 0) , IrJI? Vol. 84 (Immunochemi 
cal Techniques (Par t D: Se I ect ed Immunoassays)) , Vol. 92 (Im 

munochemical Techniques (Part E:Monoclonal Antibodies and General 
Immunoassay Methods)) » IpJ# Vol. 121 (Immunochemical Technique 
s (Par t I:Hybridoma Technology and Monoclonal Antibodies)) (£l± N 

r^^s y*7ux$t%m %a&mio v-tt&ox^ xmrnof-y k 

S&lBlfc):, j3-TS Pf* K (1-4 0) S:&&Lfc^*;*<DftfMffi£ 
0-G a 1 £I8Mfcj8-TS u>f K ( 1 - 4 0) &fl3^TSS5>«fcj|£m&^ 
-To 

i2ilt j3-rSn>fK (2 5 -3 5) £&&Lfc^?*tf)£t#0fi 
£/3-Ga 1*MS0-T$n>f K (1-4 0) SrJB^TW^fclMi*: 

I3@tt, K (1-16) %ft&l,1f?tX<DtiLWm& 

HRPmmtp-7$ *4 K (1-16) «rfflV^TW^fclt*.Sr*i-. 

&4®te, (3 5 -4 3) £&&Lfc^?;*<D}5ift4j6 

£HRP^?§SMb/3-T5 o^r K (3 5-4 3) £ ffiV^T^fci£m£^ 
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"To 

m-To (a) (1-40) Lfc-v trfflv^fc 

96, (b) HjS-T^n-YK (25 — 35) **£/BV^ 
fc*§£\ (c) tt^-T^a^K (1-16) 

fcitf (d) (35-43) 

i6ii^ (1-4 0) tt^Utfc*/' 

^D-t/l'5i#BA-2 7a©JJ-T^n^ K (1-4 0) (-•-) , 

jS-T^n^K (1-28) (-A-) , K (1-16) 

(-O-) x jS-TSn-f K (2 5 -3 5) (-□-) , fc<£t//3-T^ 

p^K (3 5-4 3) (-A-) lC#-r5££££j3-Ga l$S$<b/3 

-T^n^ K (1-4 0) %m^5$L&&-E I A-^^fc^Sf^f i> 
mmz. 06® (b) fijS-TSn^fK (25-35) SrMIitt 
Lfc*- / ^ n — -TfrftftB S - 8 5 a <DRfo&* P - G a 1 &t!SMfc 

|J-r>;n^K (1-4 0) Srffi SSfc-^SSfc— E I A"CP^fcSSS^^ 

mm (a) fciO! (b) it. K (1-16) 

Zftmmt. LTfl^Lfc^/^n-^HfcttBAN-O 5 2 afiit^B 
AN-50a©jJ-7$n^K (1-40) (-□-), 
(1-28) (-A-) , ftXTtp-T S n-T K (1-16) (-O-) 

{d^-rssj^tt^HRP^^b^-r^ p-r k (i-i6) 

E I A-efl^^^mSr^-f-o 
0 8 0te, BAN-052a (-#-) s BAN - 1 1 a (-0-) , 
BAN— 2 0a (-A-) , B AN — 3 0 a (-□-) £<fctfBAN- 
50a (-■-) <DP-T%x*y(Y (1-4 0) K*H-5£fS&£HR 
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PM8Ukp-T ?o/f k (1-16) zm^zm&m-E I A-en^fc 

H9H»l»Mtt0L#^ UB S-8 5 a -HRPS:IV\ @$Bffi£t 
ITBAN-O 5 2 a (-#-), BAN- 1 1 a (-▼-) > B 
AN-2 0a (-A-) £fcf*B AN- 3 0 a (-■-) &m^1f*> 

Myf-EiAo^-r^o^K d-40) ommftB&yft'to 

»ilTBAN-0 5 2 a (-#-) , B AN — 1 1 a (-T-) , 
B AN — 2 0 a (-A-) lfcliBAN-30a (-■-) SrJBV^fctf- 
y K-T s>*-E I AO/3-T ?n/f K (1-4 0) <£>$?!p[im£:^-f o 

mi lSIt ^ig^§&&#£:LTBAN-0 5 2 a-HRP£fl3l\ 
B«ffiiftiLTBA-2 7a (-•-) *tliBS-85a (-O-) 
Zm^frV-y K-f s/^-E I A<Dp-T$u>( K (1-4 0) tf>^m#iH 

012S«. BMfcSlttSitti LtBAN-0 5 2 a-HRP (-O-) 
feSV^fSBA— 2 7 a — HRP (-□-) £JBV\ Bffiffl^tUB 
AN-0 5 2 aSrffi^fclf-^K-f 5^-E I Atf)/3-TSn^ K (1-4 
0) 0^2iftj^Sr^-t-o 

JfflSBtt, i^iH^i: It B S - 8 5 a - HR P !riV>, HfB 
fl3£t#£ ITBAN-O 5 2 a (-•, O-) fc5^ttBAN-50a 

(-A, A-) SriV^tyhVj/f-EIA«)i3-r^n^ K (1-40) 

(-•, A-) &>5VM3:/3-T ^ n-Y K (1-28) (-CX A-) <£> 

mi4mi*. »«I»^ittBA-2 7a-HRPS:ffiV\ ®$@ 
ffl^HTBAN-0 5 2 a (-•, O-) fc^V^ttBAN- 5 0 a 
(-A, A-) Zm^lzD-y K-f yf-E IA©j3-75n^ K (1-4 
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0) (-•, A-) S n-Y K (1-28) (-O, A-) 

|&1 5Btt* (a) BS-85a-HRP (b) 

BA-27a-HRP, hZ^ft (c) BC-0 5 a -HRP^V\ 
@ffifl3#L#£ LtB AN- 5 0 a SrfflV^i^K'f y^&-E I AO, 
jS-r^o-f K (1-3 8) (-O-) > /l-T$t»>f K (1-39) 
(-A-) , p-T5B^K (1-40) (-■-) , jJ-r^n^K 
(1-42) (-•-) , fcav*tt/J-T$n^ K (1-28) (-□ 
-) 

ffi-HPLCtCiS^W®^^S?ttt$r, mmmUtftfct^X (a) 
BS-85a-HRP, (b) B A- 2 7 a -HR P £/8V^ 

LTB AN- 5 0a *m^Z>V> K-Y yf-E I Ali.toti^fc 

It}*) Sry/v«ifl^J:y«P^»«Ufc«>t>s iiffiHPLC^iU^St 
(tlW^=2 10nm) o 

mi80«> r A'y /^'f ji -r 5 o ^ k®# cm 

ttttt*) £>mi 7 <D&m-HPLC<DmMMftO (a) No. 35, (b) 
No. 4 lfcitf (c) No . 4 3©Kt^lf^^^ h/»"«r 

mi 9BW\ r^y^>f^-«A*JWft*P-r5n>f KB# («& 
&ffl*) Oil 7<DiS!ffi-HPLC^Wiii^^oVNT, 
U-C, (a) BS-8 5 a-HRP, (b) BA-2 7 a-HRP^i 
(c) BC-0 5 a-HRP&fl§V\ Hffijflffittfc L"CB AN — 5 0 
a teM^tc?^ K>f yf-E I ACioTtltfc^l^to 
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(1) P-T$u4 K (1-4 0) ©Mat 

TtTJE©Boc-Val-OCH 2 -PAM«fJil(T^ , y-l' K tf-^x AXftM) 0. 
71 g (0. 5$V*r») £r,fl!v\ ^T"^ K'»'fifetS(7'7 p 7-l' K ^-Y^ 

S /SIC#2 5 y */K£Boc-Gly, Boc-Val, Boc-Met, Boc-Leu, B 
oc-Ile, Boc-Ala, Boc-Lys (Cl-Z) , Boc-Asn, Boc-Asp (OcHex) , Boc-GIu 
(OcHex), Boc-Phe, Boc-Gln, Boc-His (Bom), Boc-Tyr (Br-Z) , Boc-Ser 
(Bil), Boc-Arg(Tos) -T^o^K (1-40) V>T%;&&Mm 
U(dHOBt/DCCt?Mtt^UT«|^L, #8/3-TSn^K (l-40)-0C 

H 2 -PAM8fJ|2. 70g£#fc o ZCD&mp-T^uJ K (1— 4 0)-0C 

H 2 -PAM«Mg0. 5 6 g*V-?l'y-»&&Tm&mk7k.mi Om 1 T 
0*C, 6 0^MMUt, ^^TKm^^JES^U^S^^-x^l 0 

m 1 -C2(eI^L^o -tu«r5 0%-^H^-ettaiL, ^^Srjt^b 
5 0 Lit 0 ttttu ifc#i£££:bii:, 2-3 m 1 f^flE 

iit> 5 0%-gm*-C35*L*:ir:777 f s>*XG - 2 5 0*7A 
(2.0X85cm) fcttU m^"CMIiLfco L 

3t&£<E>*&5fcm 5 0mg£#7J: o rft&2 0%-Ti-r h= h y >Mc 

(o. i%fy7;vtn^t) 5 0micnjiu mmmv^mL 

fcLiChroprep RP- 18.* v A (4. IX 10cm) fclttb, 2 0%~70 
%*Wt>=: h y/V-7jC^ (0. 1 % h y 7/Wtn^t)©I 
&£!«&*llE*gttJ Lfc 0 ^Pff^S:*«>MLiChroprep R P - 1 8 % 
7 A (2.6X6cm) {CftU 0%~ 5 0%4t?©T"t h y /WtJc^ 
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166^ 1 0 m g 

Gly 6.85(6), Ala 3.44(3), Val 5.68(6), Leu 2.00(2), lie 1.39(2), 
Met 0.89(1), Phe 3.21(3), Ser 1.89(2), Asp 4.35(4), Glu 4.52(4) 

, Lys 2.05(2), His 2.86(3), Arg 1.10(1), Tyr 0.97(1) 

H*##fK<£5(M+H)+ 4 3 2 8. 0 5 

HPLcmm^m 22. 8# 

#7 A : Wakosil- 5 C 1 8 HG (4. 6X1 OOmm) 

b& (o. i%- h v y^Bmwtt&Tt h~ h y/v) 
srfflv^A^K^e>B^K-•il:^««^BE^lr (50^) 

ifE 3§ : 1 . 0 ml 
(2) [Cys 17 ] P -7 5 o>f K (1 - 1 6) 0>$gi£ 



Tlf|ROBoc-Cys(MeBil)-OCH2-PAM^Jii(Ty7-r K /Wt^fAX 
H3&) 0. 7 5g (0. 5^*;H £JBV\ ^^^K^^KT^y 

cg£5 0% h y ^/v^n^/^Tf^^^-e^SUT ^/SSr^BI^ 
-frfctg* £ 097 ^ / 2 ^ y ^EvKDBoc-Lys (Cl-Z) , Boc-Gln, Boc- 

His(Bom), Boc-Val, Boc-Glu(OcHex), Boc-Tyr (Br-Z) , Boc-Gly, Boc-S 
er(Bil), Boc-Asp(OcHex), Boc-Arg(Tos) , Boc-Phe & [Cys 17 ] 0—7 
^ nxf K (1-16) or S y&gB^JSIU {JlHOBt/DCCTStt'fbtT^ 
U Utt CCys 17 ] K (1-1 6) (Me B z 1) -0CH 2 -P 

AMMH1. 9 0g£#fc o CCys 17 ] jJ-r^n^K (1-1 

6) (MeBz 1) -0CH2-PAM1M 0 . 6 8 gSrp-^v^-/u##T* 
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Lmf££^~7VH Om 1 -C2t5l^Lfc 0 5 0 

wu ^**s:Jt*u5 0%-mwt7k-em&Lit o mm, mftmz&t> 

-g\ l~2m 1 fc»ja=*«U 5 0%-gm*T3fc&Lfcir:77T:y^ 

^G-25 (2.ox85cm) <D#7j»izttL, mmmvmmLft 0 ±mm 

Asp 2.17(2), Ser 0.96(1), Glu 3.04(3), Gly 1.00(1), Ala 1.00(1), 
Cys 0.82(1), Val 0.99(1), Tyr 0.94(1), Phe 1.09(1), Lys 1.05(1) 

, His 2.89(3), Arg 0.97(1) 

@*##flCj:5(M+H)+ 2 0 5 6. 8 3 

HPLC^ttWig 14.8 # 

: Wakosil- 5 C 1 8 HG (4. 6X100mm) 

t&mm •■ Am (o . i%- hv?/i>*u&m7kmm) 

Bm (0. 1%- h V yji>*u&&^yt }>- k y 7 p) 

£r#!V^A8£#»£> B K^tttHiMBIIflt ( 5 0 #) 
flfe M ' 1 . 0 ml /# 0 
(3) j5-7^n^K (25-35) OMm 

rtj^©Boc-Met-OCH 2 -PAM«JJ!g(T^7-< K -**f tf-^x AX*fc$g) 0. 

66 g (o. s^y^) s<zf3-Y&fom(T77s( v 

^7 i AX^tSSl^7 ? ^430A)Sr^L^L^ o #tJ3t±©Boc££ 5 0 % 

S /S^#2^y-=e>'K^)Boc-Leu, Boc-Gly, Boc-Ile, Boc-Ala, Bo 
c-Lys(Cl-Z), Boc-Asn, Boc-Ser (Bz I) £ j8 -T ^ n 4 K (2 5- 3 5) 
glia^Jai U (CHOBt/DCC-e^M tiffin u {^a |S-7^n^ K 
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(2 5 -3 5)-0CH 2 -PAM48J!l. 1 4 g £#fc 0 :©«8^-r^^ 
K (2 5- 3 5)-OCH 2 -PAM$]§0 . 6 1 g £p-* I' 2/— ^*#Ti*» 
fbfcKf 1 Om 1 "COt;, 6 O^fMSLfc^ #ttzk3f£®JE®ikL2& 
Ig^^^-^yH Omlt2lHl)5feilU. wixSr5 0%-ftK*tiWt, 
*&&£Jt:fcL5 0%-^H7Kt?^t^o jJfe^Sr^^ 2 
~3m 1 lC«JE«iBgbO. 1% f y 7A-:frngj5i&*5 Oml TMfr&Lfc 
0. 1 % b y 7^*nR»*-C**UfcLiChroprep RP-18# 
(2.6xlOcn>) fcttU 0%-50%*t©7tf^hy;V*»« 

La6<0«fr*l 0 Omg«r#fc. £*L«rN-SW).5 
■ lKftftU |i^#E^&Lfcir:777 f s>**LH-2 0. (1.0X96cm) 

Asp 0.97(1), Ser 0.95(1), Gly 2.94(3), Ala 1.00(1), Met 0.89(1), 

He 1.59(2), Leu 1.00(1). Lys 0.97(1) 
@fi##fK££(M+H)+ 2 0 5 6. 8 3 
HPLCWISI 18.9 # 

ijyJ^ : Wakosil- 5 C 1 8 HG (4. 6XlOOmm) 
$£81$ : A$ (0. l%-fy7^toftS«) 

B$ (0. 1%- 7fl'**&&.ttT* Y~ Y y/W 

£^Afca>fcB&^E**S««43EJSS (5 0#) 

jg : 1 . 0 ml /#„ 
(4) [Cys 34 ] jJ-7§n-f K (3 5 -4 3) 

Fmoc-Thr(tBu)-!7V«Nlt (0. 46g = 0. 2 5U^K *2Hfc¥ 
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S/Ifcft&tttf-hy yJ? (1. O^y^/W St^vn. 20%^yv? 
^-DMF^fC<tSFinocS©J^^^ x DCC-HOB t m^Xmik 

Fmo c-Cy s (Tr t ) -Me t -Va 1 -G I y-G I y-Va 1 -Va I - 1 1 e-A 1 a-Th r ( t Bu) - V V 

mm 

Z<V<-7?-Fffim<O?1b0. 58g (0. 20^^) SttK^T^ 
^S-jVQ. 75g, zr9>V3-*->VO. 25mK *-**Tsy— A> 
0. 5m 1 % *-^7kO. 5ml, h V yjV*u 1 0 m 1 *Mtl, 
5B#fWjf#Lfc 0 ttJB&tt£U *J££»JH&U 

JR* 1 6 8 m g (89%) 

©*#tfrK<fc5(M+H)+=9 4 9. 5 (3S&<i£= 9 4 9 . 5) 0 
(5) jJ-TSo^K (1-38) fc-fctf/S-TS n^f K (1-39) tf> 

fm 

K (1-40) «tf Y TIS^ 

«fi-SwifcJ:y n^f K (1-3 8) fc£tf/3-TSn^ K (1 

-3 9) SrflMKLfc. "f-ftfrfc, n>f K (1 — 40) (B a c 

hemltM) 5 0ftgt*;^v"<yf^-f Y (tyxy^l 
mtlSD 0. 5/igSrO. 5%g*&T^=?A*&&Ki£#pLT 6 0 
M \t U 1 0 < CT2B#K£fS;£iirfco Vy d a c C4 (The 

Sep/a/ra/tions Group^tSl) £r.ffl V*<5j£fl-H P L C(C<£ IJ ^® b % U 
V (2 10nm) "Ctfeffi 3 *©£fc tf-* Sr»ft#|ff £ U Pflfc 
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-fry J* : Vy d a c C 4 

(The Sep/a/ra/t ions Group|fc$k 4.6 x250mm) 
*§$t&:A?£ (0. 1% hy7;vtD^t 5% Tir h~ 

Bm (0. 1% hy7;^n^f 8 0% T* h 

6 o#raa>#T3 0-5 o %{cE^tc±#$-fryto 

SfE 5i : 0 . 5 ml/# 
®*^*fJw«J:5(M+H) + =4 132. 9:/3 -T^o>CF (1-38) 

(&ifcte 4 13 2. 6 ) 
4231. 6:/3-T^n^)Ml-39) 

(SIHlS 4 2 3 1. 8) 
4330. 9.^-750^ K (1-40) 

mmm 4330. 9 ) 0 

(1) n>f K(l -4 0)*$tt#L&m OftM 

±mmmmi d) i?#^fc^-75n^K (1-40) t*^* 

?v7»y (BTG) i©«^ffSrf^*L*agJBli Lfc. 1"fcfc>^ £ 
-7$o^K (1-40) 0. 6m g£ 1 5%ODMF ^tf 3mMy 
VlMMtt* PH6. 5, 1. 1 m 1 \ZfeM£lt1t<Dlb^ 0. 5ml 
O^mm^^itBTG 2. 5mg£;!ni;U ££>KJ&$8|g0. 3%©^ 

(2) o>f K(2 5- 3 5)Sr^tf^Jl^^®l 
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±mni&Wl (3) T#e>ftfc/3-T S n>f K (25-3 5) tBT 
Gb ftM\.#L&m£ bfeo i-*t>*), (25 

-35) 0. 5mgiBTG2. 5mg££, pH4. 5 (Cflflffi Lfc* 

fee 

(3) 0-7 S o-f K(l - 1 6)«r^tf*ftWOf^*l 
±K*»«1 (2) T?#f>nfc[Cys I7 ]j3-T^ a>f K (1 - 1 6) t 

BTGi©*^*ff»l, Mlitfc, -ffefe-b, B T G 2 0 m g 
Sr. 0. IMVlsm&mm (PH6. 9) l. 4mlM$t N- 
(y — r W ^ K^^y n*^) -fr^sS K ( G M B S) 2 . 2 m g 
(8 pl mo 1 ) £r^frDMF*gf£l 0 0 m 1 £iS-£U ^i&"C4 
J&£-£fco t77f^^G- 2 5#7A-?#MLrt:0^ i> 

W S KS©#A$ilfcBTG 1 5m g t [Cys 17 ] /3-T S K (1 
-16) 3. 6mg£&j!g^U 4^-? 2 B ffi£j£;$l2:.fc„ KJ£&, £ 

a^TKtc^f u 4 'c-e 2 b mmvr vit 0 

(4) 0-7 S n<4 K (3 5-4 3) Jill 

JbfBUJfcflll (4) -Z'&btltc [Cys 34 ] 0-7 5 n-f K (35-43) 
t^skmr^^y (BSA) fcoatefrfcffeKU Miat -f 
t£t>*>, BSA21mg (0. 31/tmol) £0. 1 My 

(PH6. 8) 1. 4mll:i)!|$l GMBS3. 5mg (12. 5 
fimo 1) <Sr-£tfDMF?g$l 00M iJI^U lfiT3 5#E&£ 

* KSOfA$HfcBSA4. 5mgi [Cys 34 ] /3-T S K (3 5 
-4 3) 2. lmgfcfca-frU 4tIT?-l!ftSlS:§^fc, Etf?*, 
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(5) (18-28) £^tf&&Htf>ffrS!l 

[Cys 29 ] P — T$X3<4 K (18-2 8) £ B TG £ tf>&-a-#£ffrK U 
&gifi£Lfco BTG2 1mg£0. lMy^RiglfjS (p 

H6. 9) 1. 5m 1 {^8?$^ GMBS2. 4 m g (8. 4/imo 
1) fc-£frDMFS£i£l 00M kM&L, f!T4 0 £ iirfco 

(DmAZtllZBT Gffi 7 m g klCys 29 ! P -T S n^f K (18-28) 
(T=i- KltM) 2. Omg iSrS-a-t, 4 TCT-lftRJ&Siirfco KJ£ 

6-8 j!^<7> B ALB/Civ!>^ fc±tBHi6« 2 iB**tf>:fe&m 0 - 
75o/f K (1-40) -BTG«^ V /5 -T 5 n >f K (2 5-3 5) 
-BTGSM, /)-7^n/fK (1-16) -BTGM^ 
n^K (3 5 - 4 3) - B S A^tt&SV^^-r 5 u-C K (18- 
2 8) -f TGMff^, ^Nh^ttfa 8 0/* %/%*H£l7*4^YT 
h £ ^ ^^^T^Sbfeo ^31IMfc s ^{c|^ft<D^|£i^Sr^ 
^7 n >T V h T V b h t 2 ~~ 3 IHjiiP^S Lfc, 

(1) j3-D-#7* (0-Ga 1) «*Ht0-T$o>r K 

(1-40)©^$! 

jJ-T^B/fK (1-40) 7 0 /x g (1 6 nmo 1 ) & 4 0 ju 1 OD 
MSOI^jH^^ MJx^75yi60nmo 1 ( 1 0 n 1 DM 
SO^jS) bN-X? i'-^it/l'- 3 - (2-fcT!> 5$^$^*-) 
tr*-*— h (S PD P) 23nmol (7m 1 DMSOW £ Sr*P^. 
fci, i!T9 0«§tt S^O^M^-Ga 1 (g#^&£ 
^!)y^-?WAttS)l. 7mg (3. 3nmol) 
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<nmm (o. imv ^mmmm, ph7. 5, 0. 4 5miM)i: 

(LKB-7 7 /Wi/7ti:I) -C^SL, )5-Ga llift^r 5 o 
K (1-4 0) £#fc„ 

(2) M#l7-!Mf^~^^ixy-^ (HRP) mmtp-7$ n>f K(l 
-1 6)©^ 

±f2HJ£flll (2) -C#e)tL^CCys 17 ]/3-T^o-f K (1-1 6) £ 

hrp mm#L&wmm%. -<-vy^-^>^^m) t&n&mi^ 
mm%,&m%:m (eia) <DM&&tLtc 0 -rtnt>h, HRP5mg 

(12 5nmol) £0. 95ml©0. lMyyfeilrt, pH6. 
8 GMBS3. 6mg (1. 3 /u m o 1) &-£tfDMF& 

igASftfcHRP 3 . 3 m g (78nmol) tHJfeflll (2) -Cffciii 
$tlfcCCys 17 ]/S-T ^ a>T K (1 - 1 6) 0. 5 6 m g (2 7 0 nmo 
1) b%m&Ls 4tTlBSJS:^fco 5M!)/i'bD^AcA44 
(LKB-7T/W^T^t$Sl) *9^tML, HRPiSI|b|S-r5 
n>f K (1-16) £#fc 0 

(3) HRP^m^j3-T S n>f K (3 5-4 3) tf>f£3r 
-b^^Jfe^d 1 (4) vnbtltc [Cys 34 ] n-T K (3 5-4 3) 

kYLRP t*mm\s. E I ACia^i Lfc 1-*fc>*>» HRP 1 2 m 
g (310nmol) £1. 4ml(D0. \MV ^fmffiWL. pH6. 
8K»iS*, GMBS1. 3mg (4. 5/imol) Sr^tfDMF^ 
jS(100/i 1 tm&L, iJIT3 0^ffiS^$^<^*>, ±-77? y 9 
XG-2 5^7^-C^Plibfco CO«t'p{cLT^iSlUfc, ^ W ^ Kg 
©igASftfcHRP 3 . 2mg (76nmol) t MMM 1 (4) T»f¥ 
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jK$tlfc[Cys 34 ] )3-T S n-f K (35-43) 2. lmg (7. 2 urn 
ol) ££ig-a*U 4t^T?l B^Jf&^-fr^o K^^H^^Ac A 
44*7At^IL> HRPiHS8ft/3-7 5t 3 >f K(3 5-4 3) £#fc 0 

(4) HRPmmibp-TZ*J K (18-2 8) Of^K 
[Cy S 29 ]jS -75 n-T K (18-28) iHRPi Sr#MS b % E I A 
<Dm&ft£ Lfco i" HRP16mg (390nmo 1) *1. 

4ml<Z>0. 1M!) (P H 6 . 8) GMB S 1 . 

lmg (3. 9/imol) tr^tfDMF»«l 0 0 a* 1 fc»#LM*C 
4 0#WEJS t> x t777 f y^^G-2 5#7^-e#®Lfc 0 

Z<DX oKhXftU^lt^^J 5 K*«>*A*ilfcHRP 6 . Omg 

(150nmol) £ [Cys 29 ] 0 — T 5 n -tf K (18 — 28) 2. 5m 
g (1. 9/imo 1) iSr^b, 4 < C'C2 Bffil^^-fr^o 
;HnWcA4 4 # ? ^T^Pi U HR P&lSstt £ -7 $ n-f K 

(18-2 8) £#fco 

(1) jS-T^n/f K(l-4 0)%ft&Vlt'?Vx<7>&itin.fe x t i O$ifcffi 

•7\s—Y*ftM;-tZ>tz#>. fvzfV (I gG 

Wifrs Xy^frttW *1 00/x g/mlttfO. lM^fSI, P 
H 9 . 6M?£r 9 6 fuzfU—hK 100/» 1 fo#&U 

4 e Ci?2 4^^Sbfco ftfc* 7u-htP ytmrnZMleMfc (P 

BS, pH7. 4) t?ife}£L **/l/©&|ld©Jfe^lMfc«r&£ C 

fcfc2 5%7a^x-^ (SftaJMfcK) £-£tfPBS£3 0 0 /* 1 
foMt> 4^>«:<i:t2 4ltH*0 ! IU, 
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;H:^S'77-A[0. 1%BSA, 0. 1M NaCl, ImM M 
gCl 2 , 0. 0 5%CHAPS C3-[(=»7^ FVo^)^W 
^-^^o^y^/V^^H) &£tf0. l%NaN3££t?0. 0 2 
MVyWtmWm, PH7. 0] 5 0/«K^y77-AtflRUfcv 
**0i/3-TS o>f K (25-35) ftjfiii» 1 0 0 ii 1 £;ta;t 4^CT? 1 

«60J4 (1) T^MLfcjS-Ga l«tftP-7 5o^ K (1-4 0) 
(^y77-AT2 0 OtetfJR) 100M S^x^M-Cl BM^t 

-^fA'^V'ty p-D-#9? his}? (4-MUG) Srffl 

V^Till£1-5fc«> v 2 0 Atg/mltf>4-MUGtf>/*$> 7 r-A (7t*f LC 
HAPSm^) Igftl 0 0 iil%to%.3 7 , CC3B*MKJtS$*fc. 
SJSfcO. 2M Na 2 CO a 100/* 1 aq;fc3 £ b K £ »J ^lfc&*fc£> 
2l8lLfc4 7:cn h y ( 7 

y^n^^^^H, 9sKV^xA|t«)*ffiVN, I§b&$i& 3 5 5 n m, 

EOT O 5 *, 4 BE(CJt«k^iftV^#fJi^|S«> 
(2) j3-T^ n^T K (2 5-3 5) Srftftb*:^^^©^:jfiL»^©0t 

p-T*uJ K (2 5- 3 5) £&&*<D^£;*ftikm*©£i#i&£ 

^n^W- h©#!>x/H:^y77- A5 0 /x 1, ^y7r— A"C#f? 
b^^^^0t^-T^ P-C K (2 5 - 3 5) £UUf5 0 /* 1 , fc*tf± 

mmmm4 en -cfEKLfc/j-Ga ii»fl:^-T5n^ k (1-4 

0) (/<jr7 7-Atl0 0flf*W 5 0/* 1 ^Px.4 , C-Cl 6NFraS 
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(3) /3 -T 5 p >f K (1 — 16) Sr^^ U^i-^ ^^O^tJk^^^^t^ 

%BSA, 0. 4M NaCl, feitJ t 2mM EDTAfc^tfO. 0 
2My^m^W. PH7. 0] 5 0mK ^y7 7-CttliLfc^ 
?*£t/3-T^ P-f K (1-16) £tjfojf 5 0 /t K «t Tfi±&mMm 
4 (2) t^UHRPilft^-T^n^K (1-16) ('<*y7 
T-CX2 0 0 0f&#&) *M*.4W1 6^WRlS$^feo & 
7l/- h£p B S-CifefrLfctf)'^ @#±OBI?lff£tt£TMB W ^ n 

(K I RKEGAARD&P ERRY LAB, INC> 

r7^-=j^3js n B B &y&v>) loo/x l *Mz.&m.-vi oftmRfcZtzz. 

fcfcJ: Uail^U^o lMU y«10 0rl £#P;tfM: 

4 5 0 nmO©JtZSr^I^-hy-^- (MTP-32, aottUI) T:W 
^Ufco C^3HI) &&Lfc7EO-r*;*£TK:/3-T 

5o>f K (1-16) Ktt1-5$i{£®a<0-t&&Wit>btitc< > 
(4) ]J-75n/f K (3 5-4 3) Lit-? $ ^(DtfiskBtpOtii 

±&mmto5 (3) iBic^^o-c, m^^^-<^/^p^y^ 

atfMfrft"^ ^n^V- K K (35-43) #C 

jfiLift, 8J;tf±tB*ii«4 (3) T?fls«LfcHRPW*flS0-T5P>f 
K (3 5-4 3) - IK ▼ ?*£tiL?ffptf>£i;#tifi£ 
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(5) /l-75n>f K (18-28) \^1f* V ^(D&iisLm^vW. 

£t#S££W*n:/^- K ^!7*£i;/3-7Sn^ K (18-2 8) ft 
jfiL», BJtJUieSfelfcflU (4) Tfts«LfcHRP**fl2 0-r$a-f 
K (18-2 8) £S£j££i*:S;i£K:<fc 'A -v ^^Jtjfiift^ O^fSr 

)t&mn^w.ftffi&7*LtL^ v xfcM ut2 o o~3 oo/i 

JJ^Sr^a^ilTKO. 25-0. 3m 1 =b©S:»|Rrtl!:** 

MttfcllttU ^fy^^ y>a"eJBEj&, 5»U -Y-^X- 5 = 
?A • *3r*^-Y/l'** f -f (MEM) J»J»JBBHa^iS 

o— ^jSBJ&P 3 -X63. A g 8. Ul (P3U1) S:iV>fc 

(1978)] o *fflife]8l!'£f2, mm 256, 495(1975)] tpC 

Tfiffcofco i-fcfc>*>, WMSa^ctt/PSUl^^^^JliL^S:^ 
LftV^MEMT3&ifc#U JWMBS t P 3 U 1 5 : lfcfc 

5i5»^Ut, 8 OOHlfctl 5^Wj*^«:fr*oTlBJfiSra:*** 

^yn-;KPEG) 6000 (3^*7^ l>ft§!£) £0. 3 m 1 JO*., 
3 7 , Ca7k«F^l'7^IB#etTB^S:fi l ftofco i^«MBlCft^2 
m 1 ©W-a^MEMSrS&tolU ^tH 5ml tf>MEM£r#n;tfc& 6 0 0 
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MHttSGIT^f-f^A (ftftttX) (GIT-10% FCS) 
|:P3UliUmiaU2Xl 0 5 <BKfc5 «fc 5 U 2 4^ 

f.f^ r y a (y vfvftM) i:i!)*;Hmlfoi2 0!>xvH:jl 

|Lt ffftft, *IBj§&&3 7tt5%^W^^^-^- , f^ 

2 4I^MtHAT (fcJK^f-V^^l X 1 0" 4 M, T % J 
yy4XlO" 7 M, ^SS^l. 6X10-3M) Sr^A/tffG I T- 1 0 
% FCS^i (HATW) Srl«>x^»Jlmlfoj8JPt5wi: 
ia»J, HAT»tt#a«:HfcLfc. HAT3BJR«F*r4, Jg^S§&3, 
6, 9 0#till0i££lml&Trt:ifc£, lm 1 ©HAT«MW5 

bfcfc* («ilxl0 6 t;v/ml), ±»*r 

/)-7^n>f K (1-4 0) &'&&\,1t'? V x&teO^J 7 V K— r 
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0-r * K (1-16) £:fcgLfc-r?;*&3fc©/N-f ;/>J K— * 

jJ-T^n^h* (35-43) Ufc^ ?*gl3fctf>^ :/!J K— 
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yx<Dm&Ml&* i } V 5 x 1 0 6 4@Ki&5 «£ O KMx.tc 0 * c — 

A/f^y K— ^STn fc&jMifcS*?^*^ A"0. 5m 1£ 
Jfg|grt&#£ftfc^** (BALB/C) |: 1 -3 x l O^/pn^ 
HMSrtaft-^bfcOfc, 6~2 0 0^icSt^WI«7KS:^Ufeo 

flPt», &*6~2 Om 1 (3. 5M 

NaCl, 0. 05%NaN 8 *£tfl. 5M^y^, pH9. 0) 

-e*r& Lit (oh. bbfrc #>tii&mwmx¥mik vttv 

mmfeffite (0. 0 5%Na N 3 Sr^tf 0. 1 M^^SMStfifc, pH 
3. 0) TlHilfc, Jgffl^ttPBSI^tT4t, 2 0IWS#fLfc0> 
0. 2 2/im^7^/v^-(^ y^Tth$i)^J:»J6^®«jab4 , C*> 

.k-ijyyWA/ y—^CV hTs/t/f (ELI S A) &£frofc 0 "t" 
&fc>1b, $t#2 jug/mlSr^tf 0. lMMIiis pH9. 6*g$£9 
6 !>*/Vr^r ^a^W- MUOOm 1To#£U 4 < CT*2 4B#RQ#C 

se-TypeiTM Sub-Isotyping Kit ^^7? K^tiS) fcfflV^SEL I S 

(1) lt#j£-E I A (^©1) 
0 _ T ^ n K (1-40) 3 VMS 0 ~ T ^ n K (25-35) 
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(i) *it&mnm5 (2) mmoxmzxvm^. m&m-EiAiz 

tfcmX. (&3~1 5ng/ml)£fc£Lfc 0 iiEH^J5E 

&3V*ttj3 -r^n^ YU&<<7*<< h\ -rtj:t>hp-T$ *4 K (1 
-4 0) («T, &Jg28l££fcffitf>j3-TS P-f K (1-4 0) ttBachem 
lt«fc VmALitt><D%mm s /3-r$P^ K (l-28) (Pcninsul 
altiUJKA) feiU!jS-75 n^f K(2 5-3 5) ^y7 7"AijR 
5 Oil K fc£ULhiB2Ufc0»J4 (1) I3«0-Ga ]»j5-7?n 
K (1-4 0) (^y77-ATl 0 Of&##l) £ 5 0 m lip*., 4 

tti6HTO$tt, pb sx*mft\stc<D-t,®m±<DBm 
m&*±mmmm5 (2) isao^fe^«t yaueufc. mimi 

iC^kTo V>mo^^/3-Ga lSHWt^-TS p-Y K (1-4 0) 
iS^U *;/L/J-T$ n>T K (1-4 0) M*f LT Lt 

&S>#J£LT, jS-T^p^K (1-40) ifcSVMSjS -T5 P«f K 
(2 5 -3 5) fc*ft5*^n-t^iLT, ^tl^ftB A- 2 
7 a (I gG2 a, k ) fcSWSB S - 8 5 a (IgGl, K ) £fflv^ 
fci^©l^-EIA©iI?: (C^Lfc 0 BA-27a© 

p-T*uj K (1-4 Q) OftSPlft**^ (B/B 0 ) = 0 . 5 £ 
#*.<5 j8-TS n>r K (1-40) 2 0 0 nM, 4 0 n g/wel 

b&ftfrvtzo :©»/}-7^n-f F (1-16) 

, /3-T5P-fK (1-28) 8J:tf/3-T$D^K (25-35) |C 
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Kl:^t5t©©> (25-35) (DUftffi 

t^-Cfi^V^i^^o^: C06^ (a) ) 0 B 
S-8 5 a©/3-T^n^ K (2 5- 3 5) <D&ftmmfcM-rZRfc& 
( (B/B, ) =0. S**%.Z>$immg. ' 2 0nM, lng/well) 
tt* k (1-4 0) K:*r*-3£f£tt ( (B/B„ ) =0. 

5Sr^x55til«S : 8 0 0 nM, 1 6 0 n g /we 1 1) <D 4 0fg-Cfc5 
Zttfftfr^-tt m6m <b) ) o 
(2) $££2fc-E I A (^2) 

^jS-T^n^ K (1-16) * / ? *-1-/i>tiifr<DRJtslft&&%m 
^J5 (3) fBi&O^fcKiUfl^ Strife— E I AlC^V^^^i^SIS 
0~50ng/ml) £&j£bfc„ £*-f A / ^ n :/ JJ vtfc 

5 0 /x 1 , o>f K&5VM*j3-T$ cr^f K«^^^ 

h\ 1rt£t>%fi-T ^o>f K (1-4 0) , ]J-r$o^K (1-2 
8) , [Cys 17 ]/3-T ^ o-T K (1-16) 0^y7r-C»«5 0 /* 1 , 
^J:^±IBH«S^4 (2) e*HRP««^j8-T5oW K (1-16) 
(Ay77-C-e2 0 0 0MH) £5 0 1 flPx., 4t-ei6l|||g^ 
Z&tZo PBST?«s^bfc«)^H*B±«>#*»tt«r±Elllfi« 
5(3) aa*0^«fel5iJ;»J»jEUfc. (SI 2^] (^i"„ H$#}3t 

(1-40) ifcJfcttftBKSJ&U $ &K:*©l**rfcU:»lLfc* 
;?u—f;i>mtiLl 6SI©H1 OSS^^-r^n^f K (1-4 0) 
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/3-T5n-TK (1-4 0) KMVXmt>&^B.Ifc&&iFl>lL*; ? a 
-t«BAN-0 5 2 a (IgGl, k ) tfB AN - 5 0 a 

(IgGl, k) ©MS-EIAO^ C^70) f^t-o 
©W^-r^^f K (1-4 0) , K (1-2 8) , 0 

-TSn-fK (1-16) \zMLXmm&<DBO&&&&i-ZZ. b#&i>> 

-T ^ P-f K (1-4 0) \£Ml>xn^mfo&&*l>iZ.*S * u—t;i> 
ttft3nM, BAN— 1 1 a (IgGl, k) , B AN— 2 0 a (Ig 
Gl, k) feiO'B AN- 3 0 a (IgGl, /c ) £ffil^M£&-E 

I AKfctt-5 /3-T S o>r K (l -4 0) 0^2gft&£^L£:o 
<Dtiifc<D (B/B, ) =0. 5£-£*.5 K (1-40) & 

£1* 2 5~7 0 nM (5~1 5 n g /wel 1) (DfSffift Kfc U , ftttfW 
1 3 f *I©tt^S* btl«:^ofc„ ZOttfrX-s B AN — 5 0 a 
*m^58t&&-E I A&MbMffi&XhV . mo. 6ng/well C 

(B/B» )=0. 9]Ofl-7§B/f K (1-40) ^tfeWRrtg'Cfc 

o) m^-ifc-E i a (*<z>3) 

T/w;>/N-f T-#f&;fJiBi 10g«fctK Ib^iS (*:£#J8) Kft 
oTjS-T Su-T K®# (Siglttffl^) 0. lg£#*io ±IBH 
JE0»J7 (2) fB«cO#£fc:fl&oT, ^-7^>fAy^n^!JySt^ 

1rt£t>hfi-T K (1-40) , [Cys 34 ] ^-75MK (35 

-4 3) , fc5V>f*±lE7/vy^^-#f£#J!Ba*/3-7 5 n-f KM 
£\ fcJ:tf±13ISJ60J4 (3) ^n-Y K (3 5 

-4 3) (^y77-CT5 0fgt«?) fc&JS&itfco Cif3^] 
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^ti*b, M^&LitB%iFl'K. i £J?*~'}~*ttftBC-0 5 a (IgG 

i, k) £3itRu siTommzm^tco 

(4) H£*fcE I A (%<D4) 

ftp-TZaJ K (18-2 8) *y * n -^/VjffcffOS^MttSr 
±IEHJfe0»J7 (2) IBIS UH^fCo #£t#«g& 
&mV1Z<Dh, P -T5 Of* KfcSV^SjS -TS n^f K»^^^^f K 
iUjJ-T^o^K (1-40) , [Cys 29 ]/3 -T^ nxf K (17- 
2 8) (T=3-K*t®{) , [Cys 29 ]/3-T ^ K (18-2 8) fc<fc 
U5j8-T5n^ K (1-2 8) £ffiv\ mSMbftlS t UT±83HjffiWI4 
(4) EtHRPllft?-7$o>f K (18-2 8) (/<y77-C 

(18-28) tii&V^j&ttSrWLT&y > $bfc^(0 
7*>5«Mb^#tt:0-TSn>f K (17-2 8) t =fe> Jt$fc&& < 
Lfc„ V»-f tl/O^ifr /3 — T ^ n-Y K (1-28) £ £tf /3 -T ^ xxj 
K (1-4 0) £te£J&Lfca>ofco 
^tuf>05^> P-T^n^K (17-28) 8*1*0 -TS-n-f K 
(18-2 8) (OM#i?liV^^2rW-r5^/^o-^-/v^BP- 
90a (IgGl, ic) ^©^TiCffiv^riitt. 

chum 8 ] HRpmmmp-T^uj / * v—tfrtizwnftm 

(1) B S- 8 5 a -HRP 

BS-8 5 aHtiSl®5>4. 2m g (28nmol) &£tp 0 . lM'J 
^H««f«» PH6. 8»GMBS420nmo UttfDMF5 

25*7^ mmm, o. lMi/y^ii, ph6. 7) -e#«u 
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vl/'f 5 K50^A$nfc^B^3mg«r#fc 0 HRP12 
m g ( 3 0 0 n m o 1 ) Sr^tf 0 . 0 2 M V ^mWtWm ( 0 . 1 5 M 
NaCl b-Stt) s PH6. 8, 1. 4mll:SPDP4. 5 /* m o 1 
Sr^tfDMF 50m 1 £iH;u gilTM 0#£J&£-frfc o 6 8 n 

mo KDit^Xxl'J Y-;l>&$t*0. 2 Mim$g11r#M P H 4 . 5) 
0. 5ml£;&D&, ^i&T2 0#HJ££ii:fc&ir:7T7 ? S'**G- 2 5 
2mM EDTA£-£tfO. lMU^m pH 
6) T#8IU SHS©|iA$tlfcHRP8mgS:#fc 0 ft I-, SHI 
©lA^fcHRP 8mgi:-7W^ KgO#A£ft?c£i#iIi# 3 m g 
££*g*£U =>nv^^s^ (ifA- b y "C&JO. 3mll: 

; 4t?.16«fLfco £j£$£*$l8tii£U:0. 1 

MWmm.'m%i. PH6. 5^V^5^^fo^AcA34*7At 
#U B S - 8 5 a - HR Pl^S^^illfc, 

(2) BA- 2 7a — HR P 

nm<0%m\Z.Z. !K BA-2 7 a *SI8!£iII# 4 . 7mgiHRP14m 
g<SrfflV^BA-2 7 a -HR P^ttSr^SSLfCo 

(3) BAN- 0 5 2 a -HR P 

m&Ojj&lZl: V % B AN— 0 5 2 a l^lipl^ 5mgi:HRP 1 4m 
gSrfifV^TBAN-0 5 2 a -HRP^^Srf^$SlLfe 0 

(4) BC-0 5 a — HR P 

l«I«©;frifcKJ: IK BC-0 5 a miSlpl^ 5 m g i:HRP 1 4 m g t 
SrffiV^TB C - 0 5 a -HR PM^?:^I Lfc„ 
CHJfeflJ 9 ) tVMyfft-EIA (1) 
(1) BS-8 5 a -HRP^fflV^t^K-Y — E I A 

±IBHJ£^J6l5^^)ffSiL^^/ * D-t«BAN- 0 5 2 a, 
BAN— 1 1 a > B A N — 2 0 a „ B AN— 3 0 a x BS-85a*fc 
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}*B A- 2 7 a £ 1 0 n g/m 1 ^tf 0. lM^Hift, pH9. 6 
$g&£9 6 !)s/W^^n/l/--H:i 0 0/* lfoMt, 4*CT2 

s,^m-* 3 0 0 /x 1 Sr^flx.^Ffil'fbL^o 

0. 2%BSA, 0. 4M NaCl, 0. 0 5% CHAPS, 
0. 0 5% NaN 3 £^tfO. 0 2 M y ^&iig«$, PH7] 

K (1-40) $f2£$il 00M £;&n*., 4fC24l$ 
K^^^iirfCo PBSfft»UO^ ±S20SJfc0»J8 (1) TfffcKLfc 
BS-85a-HRP (^y7 7-C"Cl 5 0 Oflltl?) 1 0 0 1 £ 

an*., 4tT?24HWM$tfco pb s^s^l ±&nnm 

5 (3) E«fe«>*ifeK:J: U TMB £#v>T@ffiJi<DgM&mtt&2ll£ Lfc 

B S - 8 5 a ©l^SE I AKfctt 5 j3 -T S o >f K (1-4 0) 
fctti-Zfcfo&teM^bV-Vtiftfrvlto Lj&»U ±fEtf><fc p 131/3 -T 
§ n^f K (1-16) SrfcftJBfci-S^/^n-^HfittfcHffifc^ 

**fci5-r K (1-40) Sr*ftW-f*r i#*>**ofe. $Md, 

BAN— 0 5 2 atf>@*B£#V^i:#, HfeO 3 «^tf>£i#ll*B i: JtCC b 
Tl 0-3 0mnffim-?&V. 3 P g/welItf>j3-TS K (1-4 

(2) BA-2 7a-HRP^fflV>5tyMs'fi£-EIA 

BAN-0 5 2 a, BAN— 11a, B AN— 2 0 a , BA 
N- 3 0 a , BS-85a*tttBA-27a ZmfeLlfrJ ? u*7\s 
- Y\l-$-T% ayf K (1 -4 0) &*IMfc 1 00/tl «rJD*> 4*C^2 
4NfWSJ^$*fCo PBSTft^Lfc©t>, JiiBlUJStfJ 8 (2) VttM 



- 69 - 



• 

WO 94/17197 PCT/JP94/00089 



UfeBA-2 7 a— HRP ('< y 7 r — C T 2 5 0 0 fgf#$0 10 0./* 

©#*jStti:TMBKj:!;ii)iu (iis^2o^) 0 cm 

100) KmiTo B S-8 5 a <Dm£bm&, BA-2 7 a tSte&E 
I AKl^V^Tfi j3 — T ^ d-Y K (1-40) £*fLiiii^j£££^£fc 
^ofc, L^U JhfB£>J: 5 #17*^ K-Y y^jSfe— E I A©gl^i L 
T^V^S^lCtt, B S — 8 5 a <fc U $ £> (CftAttlC £ - T 5 n K 
(1-4 0) Srt^Wi"5C h#t>ti*o1t. m^, BAN— 0 5 2 aOl 
*B&fflV>fci B<D3®m<££t#@ffi£Jfc&LT^3 0f&il5$gT& 
0. 6 p g /we 1 1 £> 0 -T ^ o K (1-40) £tfcffl-f6r£;oS 

(3) BAN-052a — HRP SrffiV^Si^ K-Y y^fe-E I A 
BS-8 5 alfcttBA-2 7 a Lfc^>f * n ^ h /3- 
75o^K (1-40) ^2P^1 00M SrjbDx., 41C-C2 4^^RJC& 
£-fr7to PB S-T?j5t^L^<D*>, ±12^(6^8 (3) TMfrBlLfcBAN 
-052a- HRP (✓< s> 7 r — C T 2 5 0 0®%t$L) 100/j l^JB 
4tT?2 4l$TO$tfc. PBS-vmfrL1t<D-h, ®ft±(omm 
8H£«rTMBlc«fcy«J£Lfc (»*R«2 0 4» . *£Hi:£ CS&l 10) 

ic*i- 0 r^ipfc, mt&ms (2) bs- 

85aJfcttBA-27a ©CiSTOBffiiU BAN-0 5 2 a© 
N«St#S:««#i:i-*1^^K-r y*-E I AfcfcV^TtK ^tl^tiJ^ 
8 0 p g/welli)3«fctfl 0 p g/well<Dj3-T S M K (1-40) £ 

BAN-052a t -fSf" V K>f s>^-E I A(C;J3V>T, 

IMCtBAN-O 5 2a -HRPSrfflV^^ (/<y7r-CTl 
0 0 0MW fctt* B A-2 7 a -HR P «rm*fc»£- (^y7r- 
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1-4 0) ^5£^#£Lfci^£#^£;ft5 [01 2 0) „ 
(^JSflllO) t^Myfft-EIA (2) 

Jt^-T^nxf K (1-16) ^ttffO***!?* BAN 

-0 5 2 a^|^S:^v^TiiJ^^f-^K^y^-E I ASr-^^fc^i:^ 
tVK^fyf-E I Afc±»J»Lfctn;0-:r$ n-f K (1-16) * 

'«) . *<Z>&m, B AN — 5 0 a £ t fee (113^) 

CIS 1 4 El) |:B AN - 5 0a £@tB£i# £ 1"5 K-f y^-E 
IAO»*fc*tfc. Tsr*^*tttt±B3»JfcH9 (3) {Cftofcj^ 
;glf8#}g&£ UBS-8 5 a -HRPIil 0 0 0{&*fr#l [013 0] , 
BA-2 7 a -HRPttl 5 0 OfgMfrfc CSS 1 413) SrJflV^fc. *fc> 
mbWJfeSR^IIttSril^Sfc*, 0 -T 5 n K (1-2 8) 
t«KiSttfc*Wtfc [S^-e^fei^A^/J-T^n^ K (1-4 0.) 
ic^l-SRJSttS:, tfcOfc N ±t;Ai^-7 5n^ K (1-2 8) fctt 
•*-3EffcttfcS*-*\] o l*1Vi,©«*fc«:JBV^'rtK BAN- 

5 0a BfBfcfflV^ateKittB AN- 0 5 2 a HffiSrfflV^*^ t Jfctfc 
LT2~3f£ii&$gTfciK BA-2 7 a-HRPWftta*^* 
fcfctO. 2 p g/well<Z)j3-TS n^f K (1-4 0) Srftffl 
ofc 0 V^*x©»£3Rfc0-TSn>f K (1-2 8) «rtfetti*1\ 

j5-r^n^K (1-4 0) tC^^-CfeSr k&ftfri1to 
imifoW 11) y E I A ( 3 ) 

(1) BS-8 5 a -HRP*fcttBA-2 7 a -HRP!:ffiV^5t> 
K-f y?m-E I A<Z>4#^4 
HJfeflil 0 \C7jkVtz£ pl-BAN-5 0 a £@*Bi5i#£ LTJBV\ & 



- 71 - 



PCT/JP94/00089 



ffiftt LTBS-85a-HRPSfcliBA-27a -HRP^ffiWS 

Lfc, Ty*^;frfc«t±E0d60!ll Ofcfi£ofc#, «M^ilTB 
S-85a-HRPIJ6 7 Of&#3R, BA- 2 7 a -HRPttl 0 0 0 
te«H£fflV\ p-T^nJ K (1-38) , j8-T5o>T K (1-3 
9) , K (1-40) , (1-42) 

Xfp—T 5. n-Y K (1-2 8) fcfcfl-SSJSttSrP&^fc ( CS&l 5 0] 

(a) , (b) ) 0 i^T, K (1-3 8) £<fctf 0-T 
K (1-3 9) ttHJKffll (5) TtfMRL;fcfc©«:/8v*fc. mm 

■Ml (5) -C0-T$n^K (1-38) fcitf/S-TSn-fK (1- 

39) icM&vitmmHPLcnmmmfttpvztiztiommn. mm 

m7 (2) 0^j5fe(C^V\ BAN 0 5 0 a £ffll>5f^ifcE I A\c£ D 
&j£Lfc 0 £SSfc#£ LTBS— 8 5 a - H R P Srffi ^1tMfe 

( (a) ) , p -T^vj K (1-38) , 

u-T K ( 1 - 3 9) , iSZXfip - 7 5n^K (1-4 0) &&kA,Zm 
-<om& (0. 7 p g/well) T&tiJU /3-T$n-fK(l-42) 
KoV>Tf*±fE<D3«0/3-TS K ME £Jt& LT 1 / 2 

l/3 0^S-C^W-r5-i:^t>^ofCo *fc> j3-7^n^K 

d-28) tt£<&ttj-a:i\ mmmi o t mmoumzntc 

«^iUBA-2 7 a-HRP<Sr/BV>fc$8|£5&W: ( C!& 1 5 03 

(b) ) , /5 - T 5 n>f K (1-40) , p -T K u4 K (1-42) 
Sr^ft-eftO. 2pg/welU 1 8 p g /we 1 1 O^T&ffi Lfc 0 
|3-75p^K (1-38) , (1-39) (COV^tt 
*ft*jfc8 5 p g /welU 1 7 p g/well©tfeffl#prfg-efcofc. 

W±0^m^bs MftLTBS-8 5 a -HR PSrfflV^cail^ 
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m^lt&ft^zf?- KT*>5 P -T >C K (2 5- 3 5) ©BB^JSr^if 
mmWt Lt B A — 2 7 a -HR P «r/8V>fc«|£*tt 0 -T 5 p 

*k (i-4 0) <Dc*m\zftmttt%x.t>ti. /3-r^p-rK (l- 

38) , jS-T^P^K (1-39) fc^^/5-T^P-T K (1-42) 

(2) BC-0 5 a-HRP*lV^fyK>fS'fft-E I AOtitt 

H*B0t#i LtBAN-5 0 a SrfflV\ LT±E^I6«8 
(4) tftMLIzBC-O 5 a-HRPSrffiV>5^^K'fy^j5fe-E I 

-T^p-TK (1-38) , /3-T5P-TK (1-39) , 0-7Sp 
>T K (1-4 0) , /3-T^P-r K (1-4 2) *$XX*p-T$ K 
(1-2 8) fc*r-r*Rj£tt*rP'<fc#. LTW: 2 0 0« 

#^©=b«)«rfflv^fc ( CB150] (c) ) o ^e^^m, :®bc-o 

5 a - HRPifflV^t^M y^ifc-E I Att, 0. 7 p g/wellO 
/3-T^P-f K (1-4 2) «r*Wi-5rfc#^t8«ofc*. 0-7 5: 
B/ f K (1-4 2) £JW<D45H<Z>j3-7 5 P'f h\ -ffcfc>*> 0 -7 5 p 
4 K (1-38) , 0-TSP>T K (1-39) , /5-T5n-f K (1 
-40) jb N £tf/3 -75 P-T K (1-28) it±< l&tti L&d>o fc„ L 
t^ot, @*B#t#£ UBAN- 5 0 a £J8V\ TOiLTBC- 
0 5 a-HRP*lV>5fyMyfft-E I Att, ^-7§n^K 
(1-4 2) ^*«)Tl«i«*l!:^o«ie>T3l4RWIc*W-f S-i^tB 

«±©tt**»b* 0WilTBAN-5Oa!:fflV\ m^&L 
-CBA- 2 7 a -HRP*fc(iBC-0 5 a — HR P SrfflV^S 2®^<Z) 
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M 5 Z t IC«t V „ (1-40) 33 «fctf 

|5-7$n^K (1-42) <Dft&lfe&&-?% 5 £ t ft. 

(1) BAN-0 5 2 a mfeikTyj-TjftttOttM 

B AN— 0 5 2 a fcMMfflteiafcfc'*** - * «k U , 77^x^1 
ffiSr^SIL^o fiP*>, BAN-052a 45 ogiTSKge 1 AF 
-M^/Pha/-?-^ 6 5 0M (ly-t^tS?) 5gi&0. 5 

MNacitto. im mm&mi- v v vj**mm*, 4^-?-^ 

fc«>, 0. 5M NaCl^fO. 1M YV*-m& (pH8. 0) 

mm.vif$mR}&&ittzo #?>^ban-o 5 2 a - yu^a^y** 

(2) BA- 2 7 a ftfeilT? J J &fa<Dftm 

±IE (1) ilRlilCLt, BA-2 7 aZftmfflKmfelk-tZZbK 
±»JT7-f=7 l >fBW«lfc e -fftfc>*>, BA-27a 15mg 
£TSKgel AF- h Y 5 OM 2gi^$t % 

10ml(DBA-27a-h WV/U h 3^-A'&#fc 0 

m 

±!E3lJ&flll2 (1) T?f^SLfcBAN- 0 5 2 a @£lt77^T 
^Hffiia U SlLfc7/US/A^ ^-«*#©iB^fi^*aS!ffi- H P L 

2m^$iW&, BAN- 0 5 2 a - hUisA> Y 3'<— /^«7>7 A (0. 
8X0.3cm) «fc y*WU»^««Ufco flSKttJCJi, 0. 2% h V 7fr 

to^f 6 0% r-fe b~ h v /i-zm^tco m^, r^TO^ 
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.mm&. mmmi (5) mm^m^xwy da c cazr^zm 

*B-HPLC{cJ:oT#8SU mmmi 0f5|fc©BAN-5 OaM 
lBtBS-85 a-HRP*)5V^BA-2 7a-HRP^lV^f 

[016] ^INo. 5 9lt £7fc0-T 5 n-< K (1-4 0) 

(D*gffi#gu:ja#--ifeLfcfc«>, cmi6E) (a) (b) -c^KUfttti 

&tLltft&ftm±P -T 5 v4 K (1-4 0) £*hh-5=fe>tf>£#;te>*L 
fc. lot, U&16EI) T^y/N>f-r-**#©lH*tt 
«*CttiM«©0-T$n>f K (1-4 0) 

biZilttf, Sfcfc- C*l 6H] (a) HBS-85a -HRP©^ 
•t»*W^TIB*^«'t'>*^**lTV^ri*S*»d»ofc (MNo. 4 
7fc«fctfNo. 48), £jh,e>©*ffi4fc«tt\ 0-T$n>f IMl-4- 

o) ©*a«^y=t,r'feb=hy/ugi*^«v^«>, ^ino. 47 

jBittNo. 4 8T**iti$ft*©ttj3 -75 n>f K (1-40) iUt 

#£LTBS-85a -HR P «rJBl*aMfc*tt* |8-7^^K (1 
-40) OCffi^l, 2«*>C*Lfc#f-«fcttLTt;0-7$o 
W K (1-4 0) i^O^WS: b&*Ztl1t. let, #@ 
No. 47«it?No. 4 8K%btlZ>$L&m&l*. 

(1-4 0) OC^gP^^^L^^atC^-fS^O-CfeS "BTIBtt^* 
V\ 

CHJS0J1 4] T^y/N^^-**#JH**j5-r$o>f KW^©»«f 
±fBHJfe0»J7 (3) CmoTA-y/N^-r-JlBMJBftJfe/J-r^B^ 
KW# (¥&#Jffi4fc) 1 lmg U TSK G3000P 
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#7 A : T SK G3000PW (My 

8ft ^ : 0 . 5 ml 
±m%MWl 0Ei©BAN-5 0afii^@ffii:BS-8 5 a- 
HRP b*m^Z>y-^ K-f y^-E I At?^W®^«F©/3-T S p-T K 
££SLfc&;&. HPLCWUH^bl 5 #©IBJfc&V*&!*ig 
ft fc<> tfcfc* znmftKO. 0 5% CHAP S£8s;&n&}g 
»U ftjfcffll (5) E«fc<D#«fefc*»JVy da c C 4 ^3 i£*B- 
HP LCia D^iU. ^W^m^ CHI 7) iJl^i-o 

nbtlfcN o . 3 5<!3<fctfNo . 4 1-4 5 omftZtl^tl* 3 0 0/i 
lTo*l8Lfc<D*>, JCS#0r (HX1 10, B#«^HtSl) KttLfco 
No. 3 5; No.4 l^i:t;No.4 3©S^MigISr CHI 18] 
{C^-f 0 No.3 5ttjJ-75n/f K (1-40) tf*. No.4 1tt/3-T 
^n^K (1-42) No.43ttiS-75a^K (3-42) 

(^*1 8^#3S^J£LTV^fc«>fc 0 n;50i^ ^ ^&lCftoTV>5 

^a^jftfiUTVNfco No . 3 5tt^/3-T^n^ K (1-4 

0) O&ffiffcgK-gcLfco 

tz 0 #li#3 /* 1 SrKJpFi U BC-0 5 a -HRPJ*2 0 0«#iRt* 
JBV^fc. Cf&19g|] tc^i- 0 B S- 8 5 a £JBV^ 

No. 3 5£J;tfN o.4 1-4 5 <£> M fc° - ? tf* , BA-2 7 a £fl§V^5 
«a^t?tt±i: lTNo.3 5<D\f-?tf s *fcBC-05a£ffll^5 
SI^*-CtttNo. 4 1-4 5<D\?-?&&m$tltc 0 



* 

WO 54/17197 PCT/JP94/00089 

mmmi5) t nr vt^^fgmmte (app) 

0-75 P>m3g*ftlitrlB#*:"^SC (APP) tf>r <-$I5T*> 
Us APP^=«-K-rs c DNA«m*-e{C5SSBVN^$tlTV^5o 
APP695, APP714, APP751, APP770, ;!3<fctfA 
PP 5 6 3 iPMftSmktf) c DNAIt PI-WAP Pit^^b^" 

e>flD9t)t MAPP69 SOiSSS^IffiT^XS KDNA£#^1-5fc 
fc, t h AP P 6 9 5Jt^<0^ n-=:^i/$rfTofeo 

/<>f ;*-o$?- % f|8#, 466-47 2^-^, 1 9 8 8 
7* 5 K P ME 18s Sr^^-fc LT, t hfliti#:^J& 
fcSMAC 1 0©cDNA7'f7'7!;-^l!Uo UEKfR^S tl"^ 
St hAPP^cDNAMSiS^JSrS^, * W^@£=»- KLTl^S 

5'-ATCCCACTCGCACAGCAGCGCACTC-3' 

(SS^J#^: 1 3) 

5'-TGCTGTC C A A C T T C AG AG G C T G C T G- 3 ' 

mm&%'- 1 4) 

O^DNASr^b, £.ti£:/n — V^T-hfJ c DNA7^7*7 
y-&** y--^^LfCo #b*Lfc c DNA&* n-c^^U 
&m®,P\*&&m&±&-V8:fel'1tk 15, t^TMPP 7 51^3 
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<Djj&-VX? V —^^L APP6 9 5Sra-Kt5c DNA 

*%Tz 0 APP 7 5 1 iAPP 6 9 S^cDNAWia^nTT-f 
-T^fc tf*-|i#£|&< £5££tC-£fcLTV^©-C, APP751©c 
DNA^o^^^ KDNAt A P P 6 9 5©cDNA^o7t- 
^DNASr§J»fLffiS-a-$-li:T, APP695tf>cDNA&SRayn 

6] fc hAP P 6 9 Smmmvy hC6 ?V ^*BJ&©W 

7 y he 6 try*— (atcc cc l 107) 3 7*0, 

Jt»S:^tfDMEMSr#*iUT#*Lfc. ±IE^£Jfe0lJ 1 5T?#l&L7t 
t hAPP 6 9 5**3Bffl^9^5 KDNA 2 0/* g Sr**"^ S^i" 
W^it^tr^o^y^ ^ KDNA pTB6 • * h 7 * • 

7yK-77^^'>3y, 12#, 2 0 5- 2 1 7^-^ 1 9 8 7^) 

in irii^u 8 o%fia^p*T^L)tc6i/y^— thus icy 

A*«tJRJfe«rffiV^J»A Lfc. 2 4 B#W#K:&»& 7 5 0 fi g 
/mlO^tW^ (GIBCOtt) fcJn*.TJ&*«rtttf\ 

U ^^M^tj©W^4&3<£><Z>*> 8 %>K V Y ? V AsT % KWSDS 

APP-7^f/^ci-t;vtt# y V%—*?l"^ A*fc) fcffiv^ 
1tt> b£fTV\ APP 6 9 5 O&fHrtfS&fci^C 6 - 

695-18S#fc, 

(H*m 73 t FAPP 6 9 5W»^C6^y^-— r»«a**±fltlc 
3 k D a KOtfeW 
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±IBHM^J1 6|Bifeb hAP P 6 9 5it53§3iC 6 it V *—vn&<Di% 

Vito #3U:t»1 y J/ h^Sr±IE*J6«l 2 (2) T 

#k;h,fcB A- 2 7 a - h Ui/As h a*—A'%W?&*m^XlSMiMl 
§¥U dtf>i£W!i#££i8g#Vy d a c C 4 i£rfflV % <5i§?fi!H P L C 

*7A:Vydac C4 (4.6 x 250 mm) 

&8lti&:A& (0. l%hy7/>toim 5%T1?h~h 

y /w) 

B& (0. ltthy^A-ahnfiMfrMT 8 0%7th^ 

h y A') 

±#$it\ 0^M^tt2 5-5 0%lJlE«l6<Jt- 

8fE3I : 0 . 5ml 

mmm9 (1) |Bi&<D#feK^BP-90a£@5£ttL7t96!7* 
/W^n^-K fiim#iUBA-2 7 a-HRP£fc*> 
V^T> ±IB£>i§?+BH P L Cfi^Wt^ K^f s^E I A^rfrofc,, &V>;& 
^mtem«)f>nfc^WNo. 2 8£J:tfNo. 3 8-3 9 LfffitfHfr 
&ft^>ith £ 5> Ztl^frfi -T5 n>f* K (2 0-4 0) *fci*j3 -T 
?n^K (18-40) i55±8fti^tfc5:^^ot #± 
Ojjgma^ B P- 9 0 a£<fctfBA-2 7 a SrffiV^Sf"^ s^E 



- 79 - 



WO 94/17197 



PCT/JP94/00089 



- 80 - 



WO 94/17197 



PCT/JP94/00089 



ssai#* : 1 

gB?!l£>^£ : 3 8 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyi Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly 
• 35 

E»l#* : 2 
Efll©'** : 3 9 

Asp Ala Glu Phe Arg His Asp Set Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val 
35 
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1B^J#-^ : 3 

mmoMZ • 4 o 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Va 1 His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val 
35 40 

SS?IJ#-S§- : 4 
BE?iJtf>*£ : 4 1 

mmom • r ? / m 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lie He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val lie 
35 40 

•• 5 
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SB^J : 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He lie 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala 
35 40 

' 6 

WM<0&% : 4 2 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He lie 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala Thr 
35 40 

lfi?lJ## : 7 
6E?IJ<D^£ : 2 8 
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BM<omm : K 

Eftl : 

Asp Ala Glu Phe Arg His Asp Scr Gly Tyr Gin Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
20 25 

SB^J#-^ : 8 
WM<0&% : 1 1 

mmonm - k 

E8I : 

Gly Sei Asn Lys Gly Ala He He Gly Leu Met 
5 10 

E*l#* : 9 
E?iJO^$ : 9 

mm • 

Met Val Gly Gly Val Val He Ala Thr 
5 
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: 1 o 
E#1<Z>^£ : 16 

m\onm • p 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
5 10 15 

e*j## = 1 1 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
5 10 

E*l#* = 1 2 
E7U©** = 1 1 

h#n5?- : Eff^ 
E*l : 

Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
5 10 



- 85 - 



WO 54/17197 



mmm^r 1 3 
mmoMZ : 2 5 
mmom : mm 

ATCCCACTCG CACAGCAGCG CACTC 

13?IJ#-^ : 1 4 
IE?iJtf>;6£ : 2 5 

mn(om : 

: ftfe^^M ^DNA 
TGCTGTCCAA CTTCAGAGGC TGCTG 
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5. ^^^/^o-^^-e&Sgt^OlBfflmi^, f&2^, S£3 

Ofcfctt) Eai## : 1 0"C£$*l57S /mE?!l£*rf 5SB#'<:7 , ?• 
m (O -ff- KC#lWlCS^t5BAN-0 5 2 a -C^&ttS*- 

IB^J## : 1 OTJaSftSTS/KEWfctfi-SflH^:/?- 
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1 2 . ^fti^y * n-^v$fc^-Cfc5ffl|^©teBB^ 1 1 

1 3. Mf$<Z>ttBB£l 2TO*©*y ^n—^/u^Sra^-t-*^^ 

14. ifrfc©iS&fflJ&l H73g, 0 8«fc«:m#tf>«5fflS&l 1TO 

15. |jt#0*&fflS&l«ie3B(Z>in;#£, st#<E>$&fflf|7^£*:ti:!&8^ 

1 6. ft#tf>|&affll lTOfcOffifri, l»*®ttBJgl9U !&7>g* 
>f KOJEItt. 

17. T/uy^-r-*S©|l»l!:fflv^e)*t5l»*o|SHIIl 4*, 01 
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